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[»#aui -«bs (i) 




(i) 



U 

$ tt & fb-g-t/ i (4 -f - ft £> <7)^ 0 

2 ] J OiM!-f V>*^fr$$&p * - 

[***3] J#-CO-, -CONR2- -NR2CO-, -OCO- 
-COO-, -CS- -CSNR2- -NR2CS-, - 0 -CS- -C 
S-0-, -S0 2 - -S0 2 NR2-, -NR2S0 2 - -0-S0 2 - 
> -SO2-O- -SO-, -SONR2- -NR2SO-, -O-SO- 
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lit 2} 
R 3 



im*m s ] id^». c s - 1 5 ^lina**,** 

[ft 3] 




[»*S8] (I) 
[ft 4] 



(I) 
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ii] t hfta^^ , (H i V ) «te»i»* i or /4 fcl4M 
i 2 ] tt^ttfttt7££*ft ( a i d s ) i tr/ $ * i±mmm 



£ t ***b+*m*M*K*V* C C R 5 j: 
16] c c R 5 fc«SBi-**aw», IMiWHMae-c**!^ 1 
[if ^ 18] C C R 5 fcfcHi-4*aw», h -f «5c 
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19] CCR5 K*SHf*#aW*, 9ttKWSIMG»?*«lH^ 1 
M*«2 1] yn^r-^BBWJ, &E?**|B#au 7a-y a >i«( 

&zv/itz&i-**4> mwM * h m if *t * i « s * tt 2 «su: «>*j *■ a 

[m&K2 3] ftftftmi^ **n.;A* (FK5 0 6) ; -»M*n**-i; 
[0 0 0 1] 

[0 0 0 2] 

o 

[0 0 0 3] 
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2003-114172 ^-v* 
[0 0 0 4] 

o 

[0 0 0 5] 

IP3 ^ SLCifOj»frc**CCR7tt, 

t-f-/TiWJ:^fj-Tttt^<aj^^:i6(:, ^*l*> 

mvmmv>*mmr*<omin* *-r/mv»Ti»afi**LTw*. sl 

*W*fci6»c*KftT«, ^^(cW^^MUft^S >^ v» (J. Exp. 
Med., 189(3), 451 (1999)) 0 
[0 0 0 6] 

MDC, TARCtWf#T^CCR4li, Th2llW^M, 
itefF^x^ (P.acnes+LPS) fcSwc, ttTARCftfrtt, MALT 
h*W*5fc#Lfc (J. Clin. Invest., Ifl2, 1933 (1998)) 0 v**0 
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#120 0 3-1 14 1 72 



*«*>U &itj§ftte*#|]«IJLfc (J. Immunology, 162, 403 (1999)) 0 
[0 0 0 7] 

fcLMCP-lfcL#{±, 77^Thyl. 1 fci&ft^rJV 

Kidney Int., 51, 770 (1997)) 0 
[0 0 0 8] 

[0 0 0 9] 

*«3cttftft>F^eiR» (x^X (AIDS) fc»tf#iTV»4 0 ) 
ttlfflfifcH I VOfiWt-Mffiti t> H I ViiMeftrt-tfllX* < 

[0 0 10] 
[0 0 11] 

m<om±i l zmm Lx^&mms c d 4 c t « % 1935^ * 0 *n <b *itv> 

£ (Cell, 52, 631 (1985)) 0 C D 4 4H=-li 4 3 3 flOT S /U^t, £ , 
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- t fco*tt\ H I Vimmizmte-tZlglzfrfrioZ C D4^ 

[0 0 12] 

1 9 9 6moT, CD4^»H I V«fcC^fc4H?t IT7- 
S» (Fusin) tv^«W&RSfe*»n56S*Lfc (Science, 272, 872 (1996)) 0 
tOFbsinfl^tt, * fn-7»S»- l (Stromal Derived Factor-1 : 
SDF ~ U ^o ) CXCR4T**) -CMitsftt 

mWZtitZo -f>efntSDF-l^ T«^|p]tt (X4) HIVO 

«ftt**»K#W|-f*Ci:fcKWt5*Lfc (Nature, 382, 829 (1996), Nature, 
m, 833 (1996)) o -ttt*>%, SDF-l^HIVif|^:CXCR4[:^ 

nittaot, hi v-t>mmizmmi-z>tztb<DM.Mfrt)zm\<\ Hivog 

[0 0 13] 

ttzmtm, ao©***>f r antes, mip-i„, m 

IP-l^mWCCR54, 7^77-y'» (R 5 ) H I V# 
«fet-***C«ffl$*L*ifc#» AS#tfc (Science, 272, 1955 (1996)) e 
[0 0 14] 

HIVtCXCR4^CCR5^^n^T«^^, &&v> 

ttHIV,) ^^ U i^;wcxcR4KCR5 izm&x* # 

Hiv«fcfi«ifcaro#**ii-c**o tfcssau hi 

ht^l,it^$tL^JU^ (Nature Medicine, 4, 72 (1998)) 0 
[0 0 15] 

ftoT, HIVfcCCR5t*V^£iO"CiitO, **V*ttH I V1r-f 
U i^^^CCR5l:^I^^IC$^^^ HI 

[0 0 16] 
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t 
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x.*^ Ifife, Wm, fF^ Hft& ittMf^vf, I&JK& » 

[0 0 17] 

> flttfcfclRl~2) o 
[0 0 18] 

[0 0 19] 

SfeK, hVT^tfn [5. 5] *>7*>mmm>toe>tLX\,*Z (iiif 
[0 0 2 0] 

mm&mno i/i 1 1 o i^ 7 i/y h 

i^itO 2/8 1 4 4 9-^/N°>7l^-y h 
H*lfcfcltt3] 

HHg&PSHO 0/6 6 5 5 8f/^7l/7 I> 

mm&mt&o 0/6655 9t^>7Uy h 
bb&nmio 0/6 6 1 4 1^71/7 h 
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mm^mmo 2/1 915 i^^wvy \- 

mm&mmo 1/4022 7^07^7 > 
mi&M s i 

mm&fflno 2/1 477 h 

[0 0 2 1] 
[0 0 2 2] 

(1) (I) 

[0 0 2 3] 
[ft 5] 



[0 0 2 4] 

U 

MBit, ^hizmmm^Lx^xiiX^mmm^m^L, fAtt^^ 
u 



X. b -4 G— J— K-f- D 





(I) 
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G i±, fl**^ Z tz liii^^t 1 - 4 m<V7. 9— £^*> u 

t?^ $ tiz it^-m Ztzkt^rKh com., 

IB (1) SE««>ft£^ 

(3) J^-CO- -CONR2- > -NR2CO-, -OCO-, -COO 
-> -CS-, -CSNR2- -NR2CS-, -O-CS- -CS-O- 
. -S0 2 - -S0 2 NR2- -NR2so 2 - -0-S0 2 - -SO 
2-0-, -SO- -SONR2-, -NR2SO- -O-SO- -SO 

- o - ( r 2 li^mm* z tz im® ztix^xi>x ^mmmmt*m& z tz am 

[0 0 2 5] 

[ft 6] 



N 



.R 3 



[0 0 2 6] 

v> r t J: v> r 5 j £ Z tz im& £ fix v> T & «fc v>|&JKaufe<b*c** * tifi& $ 
±^3~15^m =^*^«H^^#^^r^^>H«fS (1) IB**) 
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(5) KDOttK*^ C3-1 5Q«i, -**Jttt=»C3!r««*S|S/s 
ttS&USi^ MSf JET- $ BE^P* & $ ft & 1 - 5 ffl O ^ ;r n jflit^ £ 



[0 0 2 8] 

TifcaiKriB (l) fismoft^, 

( 7 ) bCTIB ( 1 ) fe«£<7>ft^%<7)7 p n K9 y ^ 
(8) ~jK5£ (I) 
[0 0 2 9] 
[ft 8] 




(■) 



[0 0 3 0] 



(6) 



[0 0 2 7] 
[ft 7] 
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(9) ***4^v^*-^m\x^hrm (8) tm^mm, 

(1 0) ^*^>^^-^cCR5T^^|tfe (9) ffil 

(11) (hiv) tfafeffi^KF^jirr/STttt^^j^ 
& stria (9) tsmoa^, 

(12) tBettft&Fg&ft* (aids) ^m&jLZf/ttzitmmMT^zn 
ib (9) temoia^, 

(is) ^ffiii^^^K^.t^tTtfi^^K^^HtrfB ( 9 ) temoa 



d4) H?se (i) mk<o4tw*itK*tib<oi&nttm*mtttoK&j*'r 

ZZt *4MRfci"*WJL»#r»c*»t« C C R 5 fc*SH**#UWD*IB* J: tf/* 

(15) CCR5K<SHi-*WH#, «35ttftft* 
£*E«Src**ftlB (14) lB*<B^PRri5J:tf/£ tzl£%sm*&, 

(16) c c r 5 wshi-***^ wtnHBiaK«-c««tNre ( i 4 ) ia* 

(1 7) CCR 5 ^St^ilWi^li^j^^t^^^^g (1 

(18) CCR5CgHt**I^ Uft^^^ftft, f&ett&ft* 
^«e»"C**|HB (17) IB^O^ffl, 

(19) CCR5(:iSt*^« SWKBHgK£0&-C««|||e (1 7) IB* 
Steffi, 

(2 0) rn-5rr-4fH«|, imXEm 7*^8^^^/ 

^mrie (i i) t^m.(om.mm, 

±it\±***4z, mmmfr kmntizmttntz willow *®.*<kt>*T * 
&fuf2 (12) tai 
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(2 2) *»ira^featf*L* i«4 fctt2 «ja±^ t M*-fr*>*-cft«tt 
is ( 1 3 ) um< 



(2 3) tomUM*. nn-jAX (FK 5 0 6) , f^n^f;^ vn 
h*7a:^T?*4t(r|B (2 2) fB*S*>&J&|^ 

(2 4) ffirie (i) e«oft^**fci4*ii.6otto«t^ttd» l cMi-& 0 

[0 0 3 1] 

-ft* (I) RlKioT*if*i4 r«»**LTV»T*J:v»»JKJfeft 

e;K 4 V 7*n fcf;V > ^y^; K sec -^; K tert-^;K ^> 

>fy^>^ 

^W"** fe«*»ttttc i~io r^^iwf 6Wo rissi^ 

^-'K ^» ^*«fOt««i fettle 2 - 1 0 7H 
ynk-; K y^^;K r*5M=/K «>**J4=. 

ftifett^tt^C 2-10 T^ + -^ai^«^tf G>*L£ 0 
[0 0 3 2] 

rm»**LTv*T*j:v»jBa!aiuiMb***j e*»t* r«**j tuii 

> (DltftStlT^rUv^^ (2) «*$*LTV»T4 in*** ( 
3) «»**ltv»t*J:v^*-^ (4) 1*^tv^Uv»T5^ 
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• r«ft$*iTv>T*iv«R£j fc*»t* HflMfclfeJ fcLTtt, 
IWII**tT^r*J:^C3-l SOW -3»**:«iHWHS?#mK*St, *tf 

^^^^ '>^^>, v*n^>*>, 5/^n^^>, v^n^T" 
S/*n***> % y^nyt^ ^of*>, *s*u?»7it>^ 

DKf *^ ^^VKfrA '/^Dfh9f#>, **n^*r*> % 

S^n^vjf^ v^n^^-fe>, ^^^-^ v*n*^>, y* n ^ 
>9*Jx.?,^ i^n^*^i> % y^DA^y'x^ ->*n***$;jc> H 

. W7f>, 7JM"l/>, 7itV>, 7xt>M/>, T>\>?±>^ * 
en [4.4] xfn [4.5] ^tr n [5.5] 

2 - 1] Ify^n [ 2 . 2. 1] ^-2-x>, 

***n [ 3 . 1. i] ^7?^ v*,9u [3. 1. 1] ^9-2-^>\ 
[2. 2. 2] *??>^ Ify^n [ 2 . 2. 2] ***- 2 -^ 

*«>3W?*#L*i-5fi«)^-5FnJK^^ 3^1 -«fctt= 
WflliftLtii, Wilfl^n-^ Mj7 , 7 _ ;K - 

Wlf^ 77>, kf?>, ^t'7>, * 

**-9-V-^ >fV**-9-V-^ f77*-;K 4V + TV-^ 7? 
5>T*e^ f7y77-;K f7V>, f7y7y>, f 7 y'7 
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•irkf^ -f*K-/U, -fv-f>K-*, ^f>Ki jy>> -fy^> 

*yy>, ^v+y;^ */-jy>, 
try, ^yyr^e^ ^^ 7 ^»^ ^ 77 ^ 

V>, T^-jy'>, y^vy, y^>/77^ ^yf-y, ^yy^^y 
^y, 7x;f7y>, y^y*^v*y, 7x^tfr A f7>7l/> ^ y 

tHWtfcLTtt, fJiifry'j^y, TWS», tfnyy, tfnyyy, 43 
^v; >W 5 *ryy v y, v y y, h .; tv* 1 ) i?^ f- h 7 vy I, ^ 

^yvyy, ytKoevyy, ^^Koe 
^Knfyy^ f h7k Kn^y'V, fc^y^y, 

V^tKDlfn^ Th7tKDlflj^yA A-tKnf^y^ K 

nKDm *^ A'-tKny7^>, ^->7^ 

^*>, y'EKnft7x> N f>7kKnft7x^ ^Kn^k'^A 

vyyy) , i;tKDf7'/-^ 7b 7 tKof7V^ (f7Wi;» , 
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U*ntW>, ytKomy'TyV, ff.nKntWTyy, 

U , y'kKnfTy^ ff7kKnf7y^ ytKnfTy'Ty^ 
TFnFnf 7 y7y^ vk Kn^r-tffc? f h^kKnf 7-b*f>, /< 
-tKnf7-b*lf>, ^HKDf7y7-t*k'>, 7- h y t: Kn^r^T-lf fcf> % 
^HKnf7y7-b*f^ > N *****y:^ **^T>, 4> 

kKn^y^/77>, A-kKn^ V A: >V ' 79>% ytKn^^/ft? 

^-kKn^>Vft7x^ ytFn^^y v «f t 7x>, /t-fc K 
n^7^>y*ft7x>, ytFnO^/-;K ^kKD/f>r/-^ v 
tKD * >nj ^ tFnKn^yijy, vkKn^y* 
^V>\ fF7kKn^7^7'jy, ^fcKD^^/'jy, y'tFD7^ 
v>\ fF5kKn7^7y>, ^HFn7^^>, yHKnt7f>Jy'> 
> Tb7liKDt7f'Jv;y > ^tKDt7f'Jy>, ytKDV^t>j> 
, ffnKn^^f.j^ Kn^y ^1; ^ y'tFn^tyj>, 

ff5kK0WV>, ^kFDWj>, y'UFoyyyijy, 
tKnv>y>;>^ Kn^y ^ ^ V**^T>, ytFo^y 

yfcFn^yyfTy^ tf ^ vV »; y'tFn^/ 
**^v*-;k ^kFn^yyt^y , -;K ykFa^^/f7y-;K ,< 
-KKD^>w/-^ ykF^yy^^/-;K A-tFn^y^ 

Kn^y***^^ 7h7kFn^^/tW^, yHFn*w 
-;K f F7kFn*w-;K ;^kFn*w-;K ^Knr^yy 
rFyiiFnT^Jy^ /^tKn77V^^ ^Fn^yV7 7 > 
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, ^V7^ y***^ 3>*r>, 



*$*ltv>t4J:v>7M^ (b) II^t^tU^t;^-;^ ( 
c) «***ltv>t*J:v>7**-Ju* (d) «fc**iTv>T*J:v\ft*ra 
. (e) «fc**LTv»r*J:v»a3Wiat, (f) lft$*LTv»tUv»*»i, 

(g) «ft$*iwuv^*-^ ( h ) m&ztix\,>xi>£^T$sm 

, (i) «fc$tLTV»T*J:v»*A,/^>f^ (j) wmZtLT»XtX\,*x 
»7t*4a,3^ (k) (i) t;u3*v*;v**-;i^ 

-6T^^>^^), (m)^**(-S0 3 H), < n ) 
7^*, (o) (p) -fn*, (q) **y«, ( r ) 

v*, (s) vr/i, ( t ) rssv* (u) -fsy*. ( v ) -b (oh 

) 2 ^> (w) Any>« ? («^,^ 7y3R% ^ ^ 3 ^^ } ^ (x 
»OCl-6 7WW^^) , ( y ) TV-***?*^** (fl 

l-6 7WAJ^^;vif) , ( aa) 7 ,;-^^-^ s 7 
x-^;^^C6M07>)-WW^if) , (bb) 7y;H 

-r «x.ar*<> wr ^oc 6 ~ 1 o ^#,1^,1^) 
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W>W^A ***7S,\ 7>nif;i,y*y, y^ W ,y 

C1-67WS (fire r«ft**trv*TtJ:v»T^^|tj fcfctfST** 
*ifcPHCtl|ct*t)t. ) , M«Jfett»ft«C2-6W^ (HUB 

) > Siti?ti^fttC2~6 7^-;vi (Mrs mmztiT^xi>£ 

, ^VW^>, tert-rh+S^ ^*-**-*«> % 
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v 



rn^f-t, ^V/o^ft, r****, -fy^fW, tert- 

, ^vrn^7$A ^*75A ^vrw^A tert-r^rsy 
. ^>W^A ^^7<A y^W^y, 5>**-*T5,\ ->7n 

m^mtLx<D r«jfc**irv*Tt j:v**A,/t*>f^afej tirii, 

N-x^i^w^;]^ N-yne**^*, N--fy 
rne**^^, N-^;u*;i^^; K N-^yrf-;^^>f;v 
, N- (tert-r*-*) N-^*-***,,**^ N-^*v 

>K «) , N, N-yC1^67W*;^;i, (fl*^ N 
, N-^^#;w^; K n> N-yx^*^tt>f^ N, N-y^n 

^ 77 *°*' N-*;-Cl-67W^7r^* N- 
^W*77t^, N-xf*^ 7rt ^, N-7nta;v 77 ^^ 

;K N^y7-nf;M^77^;K N-7f^7,^ 7 7^^K N -A;t" 
m*7r*^, N- (tert-r**) ^*7r^*, n-^^,^ 

* 77 *^ N, N-v'^^;i,7 7^^K N, N -5*c*-/u* 
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* 77 ^^ N > N-y7oe^^7^;K N, N-W^*7t 
N, N-^>^^ 7r * Y ^ N, N-^^*7t^ 
N-^fjV-N-if^jV7 7t^f;i/f) ^3&^f^tL* 0 

tLtli, (i) «HTv»TtJ:v»r^jH <*IBLfc*«> 

BCtt«t>t) , (i v) 7y;H THr*/K 

y>r;K e/tn^ ;K T^y-OK ^>^y^f;K Mty^^ci-6r 

[0 0 3 3] 

wr*j K*»t* r^<Hiooitif^nittij tLT 
3~i 5i<^m -^t^~m^mmm.mwmmfhK^ 0 mmm<o 

^<iUo©atIffcMHI(^ ****** 
v-/k tfuv*>, e^^, ey^^ r-b'tfy, ^r-tf^y 

t+t^T^^ t^y'Tv'v, ***Mf*f>, tHy7^' 

, 4>F-)K >fV^K-;K 4>VV*S>, 4>rv-*^ *y J v 

^-jyy, y;>, 7^y^ y^;^ i-y^)vy^ *y 
^>y*^r/-;K ^y**iM?fcr^ ^yy**-9-^r*bTy, ^yy^ 
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0 0 3- 1 1 4 1 7 2 

T^j^ 7**5^ 7x; fr ^, 7^***^ 
>M~7^ 7xt^ny>, ^$*>WW»r**i* 0 KfikXBo-?* 

. nnKney^ ^^y>, yU'n^^ n^Kn^ 

V5 5» % ^Knev^y, fh7bK^. Jm , ^ kK D^^ 
5>fcKnr*tr>\ thnKnr-lflfy, ^-KKnw^ ^ K n 

v*-;K fhytKntW^ (t^yjyy) , ^Kn^y tW 

F7tFn^y fr/ ^ UW^jy'y) , ykKn 7 ^ nit: 
KD7 ^ y'tKnt^^y^K fh^KntWT^ (* 

t Kot Wlf '<-KKn:MHM?e^ y'tFomyT-ffey, x 
>rh7kKDf 7 ^ ^KDf7y7y^ fh5fcKn W 7^ 
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^Kn^y.j^ f^tKny^.j^ ^HKny>;.j^ 

[0 0 3 4] 
[0 0 3 5] 

GKJ:oTSS*i* r±««5«^» l - 4 © 

-CH 2 -, - (CH 2 ) 2 -, - (CH 2 ) 3-, - ( C H 2 ) 4 
x *&H£^LTv>T&J:v>C2-4T;i/*--V> -CH = C 

-CH 2 -CH=CH-, - CH = CH-CH 2 -, - (CH 2 ) 2 - C 
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H = CH-, -CH = CH- (CH 2 ) 2 -CH 2 -CH = CH-CH 2 - 

^) x W&&£#Lr\,*xi> z^cz-ATfr^-uy (^j*.^ -c = c-, 

-CH2-C-C-, -C-C-CH2-, - ( C H 2 ) 2 -C = C-, -C = 
C- (CH 2 ) 2 - N -CH 2 -CHC-CH 2 -f) *#*Hr&*i* 0 

, (ii) tt^t^ru^tii (TWrBLfctotwiM 

, (iii) «fc**LT^rtJ:vm3W|Hg (IHBLfc*©fcnc* 
***t>-T) . (i v) 7y;H (fTCLfcfcOfcH ejfgtt? 
btLZo ] fcltiifcfroT^Tfc.fcHo iitCl~4 7^1/>S x C2-4 

[0 0 3 6] 

-CO-, -C0NR2-, -nr2 C0 - -0C0-. 

-coo-*) , mftafeSrWLr^Ttiv^**^-^**^^** m 

-CS- -CSNR2-, -NR2CS-, -0-CS-, -CS-0 

[0 0 3 7] 
[ft 9] 



^R 3 

N 



[0 0 3 8] 
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m . f M^t Lt^t i J: l»S -SO 2 

-S0 2 NR2_, -NR2so 2 -> -0-S02-, - S 0 2 - 0 -^ 
) , UIMfLt^U^;V7^ -^*t^tti* (-SO-, -SO 
NR2-, -NR2S0-, -0-SO-. -SO-0-*) WWTbM. 
[0 0 3 9] 

R 2 £ R 3 lz X 0 T £ $ ^ Tgm$ tLTV^T ^ J: »«ffiftMbkXSJ 
*>•*%> R 2 *^(iR3^j:oT^$tL^ r«**#LTv»rtJ:^flB»j 

TO 0 4 0] 

R 3 K«fcoT^£*ub r«fc**LTv*T*J:v**Bt*j tLrii, MB Life r 

[0 0 4 1] 
[0 0 4 2] 

[0 0 4 3] 
[0 0 4 4] 

=WH!i=*v*T\ Rl, SiA, * B , G, J, K , 
[0 0 4 5] 
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it*LT^TUv»C2-67^*ifc tttt!ftmLw4J:v>c 

tnci ^ 6 tzimmmzm+z c 2 ~ 6 r 0 

>W**<*>mnt>!) y **«FiL<t±, ****** 
[0 0 4 6] 

HA LT0 1 t < fct, < t t 1 ooM^fcWSIf, 

3 - 1 OlOfii fe«*-3W:3S?#»jtt*i|»-c* ^ J: 9 #S L < 14, * 
ft < * t 1 oom^m^ ************* 0 

- 2 ****** . HK* fctt^ftftifD S tut 4 - 8IO^fi 

«*ff*L<tt, 7h7tKO 

[0 0 4 7] 

HB*:LT#£L<Ji, *f4£^$£fIJS tix^T 1> 4 v» C 3 - 1 5 0 

Ltz-m&fitmmtfzimm®*. 1 ~~ 

* L J: L fe±Hb*lft*it * fc *^ ftft«? 4 tz 

***m*»*mx**L* i~5**^r ******* 
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— v 



L<«, ^>-fe->sjt try ^->*>^-eab^ 0 

[0 0 4 8] 

o ) t^iUli, BH5«^ ttftft?, Wfe*** 

Ltv^t f> J: v^^^-e^^ 0 
[0 0 4 9] 

> -C0NR2-, -NR2C0-, -0C0- -COO-, -S0 2 NR2 
-> -NR2s0 2 -fT^t), «*>#£L<f±, -NR2CO-, -OCO- 

> -NR2so 2 -ft^^ 0 

[0 0 5 0] 

Kt LXftt L< ii, ^Jjtilci-4mi/>S (fcfiU Cl~4 

o ) fWIL<(i, IfrMs * -CH 2 -0- -o- 

CH 2- -CH2-O-CH2-, -CH2-S-, -S-CH2-, -CH 
2-S-CH 2 -fT^ 0 

[0 0 5 1] 

WD t LXftt L < l£y C3-15 3gft* 
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TUkJ75 ^ AD ^^ vry**-e*o, iOffiun, ci~ 

67K ^ H;7WD>f^ Cl-67W^ Cl^67;H 

**** h'; 7 ^n>f^ m.mm^ 7?mm^ ***«•?*£. m 
&a&o&f± i - 3 mtmt 

[0 0 5 2] 

if, T***ak 7**=** T**-;^ r/l/3*->£, r****** 

b7>7#) % ^nsimvjfiEmzxzm&fc (r, s#v ^ 

[0 0 5 3] 

[0 0 5 4] 
[ItlO] 

[0 0 5 5] 

[0 0 5 6] 



/±SfE#2 0 04-3036848 



2 003-114172 
[f 1 1 1 ] 



. [0 0 5 7] 

[0 0 5 8] 
[it 1 2 ] 

[0 0 5 9] 

« a -see, /? -B«*3ti±**L€>oa^^ 4 c * u 

[0 0 6 0] 
iitl 3] 

[0 0 6 1] 

[0 0 6 2] 

-tot (i) ^^ift^aciin^^^j^^^ 

fttttLr, 7**vii «> tt 

,;if * 75 ^ ^^r*^ ^wrA *^n^ w ^, ^> 

m 3 m m«K«) N 

\>v7»*umaL. amu m^mm, ****** vw>* 
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J:e*»w*b*fcoT**y (±m) ±mm, r^-*^ mmr<>^ 
) ^<ommmmmift>ti& 0 ^mit^ma, ^^mxmmm^izwm^ 

[0 0 6 3] 
[0 0 6 4] 

[0 0 6 5] , 
[0 0 6 6] 

it*m (i) ©rnK^m &#toK&\,*xwm**m*Kt&R 

&KX1){t*m (I) ffrfrfc*v>? 0 fb^% (I) o^K?,^ 

Mb> V>HMk$*L^k^ (flu ft** (I) OT^i^at^jHu 

, eo.Jy^MfMk, 7-bh^v^fMb, te 

;ft** (I) #*«**;fr-*-**fr, 
S^TvMb, T**Mb, y>BMk, ***fc**Lfcft** («, ft** ( 

^^v^Mb, 7w;Hb, r?-;Wb, ^^r^^ w ^- M ^ 
*tfc<fc#tt**0 ;ft** (I) 
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t^yxfiH^,^ 7^'Jy>xXfMt, ( 5 - * ■T-;!— 2 - V - 
1, 3-mvi/>-4-^f;v) ^^xxfMt, ^n^^^v* 

[0 0 6 7] 

(i) T-mztizK&Mtt, mt&mvrtm^ UTtzmiim 
&T<7>&mm-%mzi3\,*x, latwt&mmtLxm^xbx^o z<dx 

[0 0 6 8] 

(I) cK iA^f^f,R li^L^^ (1-1) (i, 

(Aft) 

[0 0 6 9] 
Will 4] 

H "~C^ G'-J'-K'-^^ (II) 



-CHO (I") 



[0 0 7 0] 
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WLT^^tU Rl-AliRlfcRttilc^to fc*U Rlf 
^ $ it Z> m&m*^ L T ^ T t J: HUffiliyfcf b*X£* f, % ! L fcJi ^ 

*#t<b*C**«fcL, HA A' , JIB' , G' , J* , K' totLimD* 
**i«l*AA, IB, G. J „ K, «DfcWC3»*t*fe1- 0 fc*!U fAA 
' . *B* , G' , J' , K' &£zmD' KX*X&&ti&mz&ttLZ*» 

/wsgwatt? f, tt^ 0 nssstt** fcti^tt^c i - 9 r;i/^;v^j „ rii^i 

36J LTtt, HutaR 1 LT«*Lfc rttttKSfctt^ttc 1-10 7;V* 

*sj , r km** fctt^ttttc 2-10 7**-_**j . rem^f 

4KC2-1 ot;v*~;v*j C 1 - 9 i><D&mf hti& 0 Rl-A t .^$ 

tL* r«$*LTv»r*j:v»jBjBERiftfl^^ K*»t* rg&gj tvx^ 

[0 0 7 1] 

-o^rffitt, ft** (ii) fc^** (in) *«5cWT5yft»&K:#U $ 
[0 0 7 2] 

*)ftfrtiZ 0 ^mmm ^nnxr A ^nn^>, s; 

[0 0 7 3] 

iM»OMftWU&tt, gflc&*n<D2r*& «*.tfT. W. Greene, Protective G 
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roups in Organic Synthesis, Wiley, New York, 1999Kfgffc$ ftfz^t tzit 

( i ) T)v* v Du*frm. ( 2 ) m&**TK*v*mM*BU& ( s ) a** 

KJ:*K««EJcn (4) S' U **©K*MOS, (5) &**Av>£Mft 
(6) ««t»tfflv^K||KKjg^ 3Wlf6!rL<Bo 
[0 0 7 4] 

(1) T»*i)iKfoMKXZnimR& i ±^ m ^ fin 

(2) »*ftTTOJK«KKi6tt, Mx.i^ (^ D n^>, *nn 

y***^ 7=V-/H» 4>> ftfe fV7^ 

(3) JlKK*5W»K:J:*KfiWRjEStt, m ^ mm i^-TJV^ (^^ K 
m .x % , ^ h 

Tifclifl|7^-9A#«ET, 0-2 0 OtWt^^o 
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(5) MtJBv»Jtllffi|jEJ6tt, P H4.2-7.20« 

(6) £m®mm^zM®mBLfci±, mmmm ^dd^^ ^ 
^ D,J ^) - *«« torn. 2-jl^^-9->»») ^j^vs* 

UK!:** (>y 7 x^7^) /t?**A (II) . fti ,t 9S ;^ (ii) 
> UK h V X (Mj7x^ 7 „) n^A (1) *) £ Mv > T> 0 __ 4 

oro^T^f^^tL^,,, 

[0 0 7 5] 
[0 0 7 6] 

r^m. h'^nnxfA^ (Bn) 7xtvW W ?, 

* (MOM) 1-^*^* (EE) * * h*^ h ^>^ ( M 
EM) * 2-fh5tKn^ (TH P) * hV^W-j^ ( TM S 

) (tes) t-7f^>^^y, j;v (tbdms 

) * t-rW7x-^.^ (TBDPS) 7*** (Ac) ^ e 
^n^;^ ^>vV;^ (Bn ) p-* T 

U*******^ (Alloc)*, 2, 2, 
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(Troc) mwmvbtL*. T$sm*>*m&tLx^ 

^^y*;K^;^ t-Zf^y*^-;^ T'J^*?/*^-)U 
(Alloc)*, 1 l- (4-t*7x^) xK^;^ ( 
Bpoc)«, hy7*tD7tf**, 9-7;U*Wx;i^ h * * 
(Bn) * N p-^ h+ y ^>^ ^>>^**v^?-;u ( B 

OM) 2- x^^y^^ (SEM) ^^ w?>tL 

h*2ot*/P (MOM) * % 2-tf7tKnt 8 7x^ (THP) ^ 7l - 

***/i,afc r**-* (Ac) iWf>ti^o **#*->afc, r^y 

»-C**atT*tttfWk:R^$*t&v» 0 T . W. Greene, Protective Gro 

ups inOrganic Synthesis, Wiley, New York, 1999KfBfc$ tlfz S> (O&m^h 

[0 0 7 71 

(I) 4>, Ji^-CONR2- -NR2CO-, -OCO-J/:(i 
-COO-^ffb^ (1-2) tt, tfiJxJ^ JttTOBft*cj:oT*jftS*L 

(Bft) 

[0 0 7 8] 
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[0 0 7 9] 

Rl' , R2' fij^A* ttRl, R2 4fc tt fllAfcWi:*i«***, 
v^tOfcU jBli, -CONR2- -NR2CO- -OCO-ifcll- 

coo-^u fo*>&-%rKm&tmcmm*3Lt>'to ] 

ft-**, (iv) uti^ (v) tfcutft** (vi) t^-fr* ( 

«asRSjw#i- c t tc i o Mig-r ^> £ t ^-e § & o 

[0 0 8 0] 

£ots Wfc*^»«^iHi^ tt g # ^ 0 ^ 4fctt ^ 0 ^ l;:!(sl: 
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t 
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(1) ^7^f K*fflv»*^j*, 

(2) ?l^«c^£ffl^&;^ 

(3) »<fr5W*/Bv*«^ik 

(4) fiHti^-r^Srfflv^^r^^ t fc,^ o 

[0 0 8 1] 

rs>*) <o#4t> rr/ittii (?no*^, ^on^^ ^ 

[0 0 8 2] 

(2) ft«ii*»tAv^m mk.it, **#>m**9mm (^n 

^^ D ^^ h ^°^K, ^>HH70'f) , i^|iRi|» ( 

ftfca^*fc*fc**«ttfc (^dd*w, S>*nn**>, ^xf/vx-f 
[0 0 8 3] 

(3) IB^SrMv^^rtttt, fl|*.«;r, *^4f^|fci:T5 ^Sfcttr/Pa-* 
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&1&mm (?tjn*K, y'^nn^^ v^hmt^ h\ 

tt*^T, «^#J (1, K ( DCC ) % x 

-jlT)U-3- [3- (y^f^75y) rn^] *^y^ F (ED C) 
x 1. l* -*;v^;vyV = r/-;u (CDI) , 2-^nn-i-^ ;v e 
y v^A3 9*, 1 -7*n ^*^*>MHWteMfc (1-propanephosphonic 
acid cyclic anhydride. PPA) 30 £ffiv\ Kn + y^^Xb 

(HOB t ) tJB^4*fflv»4v»^ 0-4 Otl-CRjcS$«itjcJ:0ff 

[0 0 8 4] 

(1, 3-yy>nMy;^;v^yM<K (DCC) , 1 3 
- [3- fuM)V] #;l^$M^K (EDC) 1, 3-v 

y->K ^^7Hn7x^ji4) &&v>ti*^>>^ Kft*# (N-fc 
Kn^^>y^ K «) ♦tae^^ ( 

[0 0 8 5] 

-ttf, (1) % ( 2 ) , (3) ( 4 ) oasui, v»r*L*>F©tt3yx ( 

[0 0 8 6] 
[0 0 8 7] 

-*5* (I) -S0 2 NR2-4fc|4- NR 2s02-*«fctft« ( 
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1-3) it y mx.it. &T<7>cmz£-oxm&ztL&, 
(cm 

[0 0 8 8] 
Utl 6] 




B H G-— S0 3 H (VIII) 



R 2 ' — N — K '~^J>^) (IX) 



f 



(1-3) 



I 



HQ 3 S— K'-^JT^ (XI) 




[0 0 8 9] 

D*»K jCfi, -S0 2 NR2-jft tt . N R2s02-t**>U -ffilOffi^ 
ft** (VIII) bit** (IX) Sfclift-frfc (X) Mfr&fc ( 

[0 0 9 0] 

if?ff*>a«o Mx.tif, XJ'* (^D*H, y^DD^> 
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, iStnujLfry^ j;xf*z-^, fh5KKD7?v, t-r* 

x **** (^bd*h, ^nn^>, *^nnx^>, ^^.x-x 
[0 0 9 1] 

-*b$ (I) — C S NR 2 — n -NR2CS-, - O- C S - i tzit- C 
S-0-**fc^fc^» (1-4) tt, «A«r % JttTODft*cj:oT«a$*L4 

o 

(D&) 

[0 0 9 2] 

Mbi 7] 

R1 ~^Z)~~C3^~ JB " K "(^ (, ' 2) 

J 

R1 ~C^3~~~^Z^ G ~ jD " K "(^ (m> 

[0 0 9 3] 

JD«, -CSNR2-, — NR 2 c S — % - O- C S -ttzit- C S 
iO^rfett, Mx.i£\ tlTBLfc:frttlcj:oTIUBte*fc-H« (1-2) 

o 

[0 0 9 4] 
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, *nn*;vA, 5>**-9->, f^liKn77>f) 4u ^*>4tM (n-y 
>t*l£ (2, 4 -If* (4-^^>7x^) -i, 3-v^T-2, 4-v 
^ 7ir/ ~ 2 - 4-^>U7-f K) . SlftZWf) OfffcT. 0~150t: 
•CKJS $ & d t K X *) ft 9 i t ^T- § & o 
[0 0 9 5] 

(XII) 

10 0 9 6] 
[ftl 8] 

R°— Q (XII) 
[0 0 9 7] 

[0 0 9 8] 
[0 0 9 9] 

( I ) ^3*L**»«to£fco-5 < £ i ooill^^N 

-t^>F^W»ii, HW (I) vmZKZfc*m*MtEUfclztt+ 

[0 10 0] 

n**A, ^y*y % ^*-9->, t-y^r;i^-;M§0 mi<7>®ftM 

gunk*** ms^mmi-hv^j,, mrnmr^^ * 
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T, 2 0-6 0T^«JK^^$*Scrfcfcj:0fxfcfc*LS o 
[0 10 1] 

-*s* (ID - (xii) -emzti&ik&m^ &MkWe&&fr > ttzit 

[0 10 2] 

I^nvf^7^, Si^nvf^?^, bZ^lit^Atv^hr 

[0 10 3] 
[HHS^te] 

h i v^c d 4 mm®m.±.<D$:m®.x$>z> ccrs tcis^i-* c: i: *&m-z> 

77 "« (R5) HIV-1 tR ANTES, MIP-1 «, MIP-1 
P**&KCCR5iZtii&-fzz£frc,^ HI VmtR ANTES, MIP-1 « 
, MIP-l^fl3^ocCR5»^»& tm:CCR5iORANTES, 
MIP-1 MIP-lf*J:tfHIVit**Hfcfctt, flTfe*«>#»-ft4** 
#*4tOkf»Ltt4. t^oT, et^OiJLAIDS^ (JSME^ffiWW^^ 

-tZ>it<km*^&-f2> tztb^ H I VOftfc ^:CCR5 <0|*iHtt>; KT-** 
R ANTES, MI P - 1 MI P - 1 p ZM^tzT y *j $*3R|ffi ^flfe-C* 

04#rt-;r/KT?*4RANTES, MIP-1., MIP-1^^ 
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[0 10 4] 

JWM& 14, RANTES fcCCR 5 OlfrfrfcJSffii- & jt&® 

CCR5*±GM^7HWraa»#:-e**ifc 
RANTESKCR5^LTiinCa^>^ -«tt±#K*r 

[0 10 5] 

*»Wb-fr*o«ttj±^#^fiv^o-c*o, gust Lxmm-tztz&K-tfr 

[0 10 6] 

ttzituivmm («*.«r, «a> ^ n 

o 

[0 10 7] 

#Lr»tt*«»L3tH i v- 1 KttLxmmmmftm**-t& 0 ^x, &<o 

H I Vi^TO^7i/;|i»J«^^<^feH I V*ft#fc 
[0 10 8] 
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3) gSft-g^WtfUHogaft 
[0 10 9] 

* fcttJta, ( 2 ) ns . wmm, & * v/* ( 3 ) hm? 

o 

[0 110] 

(I) ^$*t*ft^*fcli^©ttfc^O|«Wo#fflSi|j±, loot 

^*J:W«HHc**ifl:#^4*t* 0 R»nsg(cj:«tt#». (I 
U «o«|t5fe|ctt#L, -*3* (I) ^Sfiift^t^iifott^K 
[0 111] 

[0112] 

MmiDSOf^j:{>y^ : ^ X Xf/ * tz f ± * tz 

*-f^»«tt CCRSJSm CCR4JS0»O, C 
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[0 113] 

Bxsmmmmmt it, ( i ) maumsBmmmmmvv k 

pa cns« : t;7^^v) ^ (2) mm&wmwmmsm*>*K?\> 

rlfl^y (M^r^x^^ % *79?4V> (AG1549) 

[0 114] 

» . »; h*** (ws*: y-tfr) , ^7^tk> OMfc; ^t/h 

[0 115] 
[0 116] 

^Hr^-ortHttoyar>KfcLTI±, JMW&Ktt, MIP-l 
MIP-M, RANTES, SDP-1., SDF-1^ MCP-1, 
MCP-2, MCP-4, .x***$,> (Eotaxin) N MDCIW?,^, 
[0 117] 

rtHtty^KOWMCfcLTtt, AOP-RANTES. Me 

t-SDF-lor, Met-SDF-1 fi*iN£lfhtL&o 
[0 118] 
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[0 119] 

C C R 2 Jb^l^J t Lt(±, ^IftKti, W099/07351^-, W099/40913-^\ W000/4 
6195^ WOOO/46196-^-, WOOO/46197^, WOOO/46198-^ WOOO/46199^ WOOO/694 
32-Sps WOOO/69815-^-S ^{iBioorg. Med. Chem. Lett., 10, 1803 (2000) £1E« 

[0 12 0] 

CCR 3mmMt LTli. DE19837386-^\ W099/55324-^\ W099/5 

5330^ W000/04003^, WOOO/27800-^ W000/27835#, WOOO/27843^-. W000/293 
77^ WOOO/31032^ WOOO/31033^, WOOO/34278^ W000/35449^-, W000/35451 
^> WOOO/35452^-, WOOO/35453-^ WOOO/35454^ WOOO/35876^-. WOOO/35877-^ 
, WOOO/41685^ WOOO/51607-^, WOOO/51608-f-, W000/51609^ WOOO/51610^. 
WOOO/53172-^ WOOO/53600^ WOOO/58305-^ WOOO/59497-^ W000/59498"t, WO 
00/59502^ W000/59503-t> WOOO/62814^ W000/73327« f±W001/09088^C 

[0 12 1] 

CCR 5mm,mt LXli, W099/17773-5§\ W099/32100-5§\ WOOO/O 

6085-^ WOOO/06146^ W000/10965#. WOOO/06153^, WOOO/21916^ W000/374 
55^-, EP1013276^ WOOO/38680-^ W000/39125^\ WOOO/40239^% ¥000/42045 
*\ WOOO/53175-^ W000/42852-5§n W000/66551-t, W000/66558^-, WOOO/66559^- 
> WOOO/66141^ WOOO/68203^, JP2000309598^ WOOO/51607^, W000/51608# 
, WOOO/51609^-, WOOO/51610^, WOOO/56729^-, WOOO/59497-f-, WOOO/59498^ 
W000/595024^ WOOO/59503^-, W000/76933#, W098/25605^, W099/04794^, W0 
99/38514-^t7t{iBioorg. Med. Chem. Lett.,. IQ, 1803 (2000) IZfmZtifzlt 

[0 12 2] 

CXCR4tei/t3iJ£LTii, Mim^it^ AMD-3100, T-22, KRH-1120H: tz iiWO 

oo/66ii2-§-icfgm $ ^tzit^mmf h ttz 0 
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[0 12 3] 

7*.-Vs>mmm±LX^ A#«j:tt % T-2 0 (pentafuside) , T- 
1 2 4 9$SjW*»f&*L* 0 
[0 1 2 4] 

[0 12 5] 

o 

S> > : 100m g * ;k 1 0200m g , 1 B 3 0 ; 
300m gfilSU 1 0300m g, 1 B 2 0 ; 
v > : 25~200m gmftk 1 0125~2OOm g , 1 B 2 0 ; 
Wv*lf> : 0. 375m 75m gfeW, 10O.75mg, 1B30; 
7,9 TV'S : 15~40mg*y-b;K 103O~4Om g> IB 20; 

• 150m glj^ 1 0150m g, IB 20; 
T/<*lf/H 300mg*aU 1 0300m g, 1B20; 

*\£*7\£> : 200mg§gf!k 102OOmg. 14BF^1B10, fotlH20; 
7*7 fef/l^ > : 100m g fg&U l 0400m g , 1 B 3 0 ; 
^7t\£ V>y : 50~200mg^y^r;K 106OOmg N IB 10; 
-f^v*T-lf;v: 200-400* "Atr;K 108OOmg, IB 30; 
V h t- fcf/1/ : 100m g ij y-fe;^ l 0600m g , 1 B 2 0 ; 
*^7-frMf>H 250mgl6W, 1 0750m g, IB 30; 
•9-^T-e;V:200mg*^-fe;K 101^2OOm g ; 1B30; 
T^yVT-lf;v:50~150mg^ 101, 200m g, 1 B 2 0 O 
[0 12 6] 

, *^-a-U>B»5W'T»**5/^n^jei;>ab < sv»tt^^ni;A^ (FK506 
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[0 12 7] 

-etc mm $*Ltv»it <r> weft < mm $ *i* ^ * ^ 

[0 12 8] 

(i) -e^s^ft^iTttt^ott, ttM-He&t (i) -e^stL* 

> ftftft*, M^ftci^^i,^ ii #> JftA-AMSfc 

itzimA-Amtzt), -ICoi, lOOngHlOOmgOil 

■e-B-®**«®#ftntt#$**^ 4fett-H n* n *e, 2 4i»no«ii 

■C»*rtHJ*«a#$*L* 0 ^^lifrfiiLfcJ:^ tt-^*tt«*o*frHJ: 
[0 12 9] 

[0 13 0] 



miE#2 004-3036848 



2003-114172 . 



<Ott^ itzimmi <?*h-*, ^A,:,-*, ****** 

tt*ft**t*. SfcfccojfeWtt, ffftftau JLflStt, -Hi*»j % Aiftftj 

, *#*u t«t(»mLTv»-cuv» 0 

[0 13 1] 

i#Mn&-§-0*T% ttfflaoflJBfctt, ftffiflflU 

<omn®M*mMizmm. ttzitmrn^xm^ mmztiz 0 *m*mn&m 
mam**** (T*si£>n. *TTv>t* y * 

IsOm, TV\£>mx.xr^ ^nf>Ux7f;K 'tA^S'***^* 

»T»*-»m , (^f^fVynH>f) , JKfbfcX* (* 

*7-fey>, 7 , , /,; a ^ 
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&m 2003-114172 j; 
(^u>yi)=>-JK V^+uw)*-^ 7uxi,>ry=-^ 

«v^tL* c $e>^ juau &mm, mmm. **m***A,v 

[0 13 2] 
[0 13 3] 
[0 13 4] 
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[0 13 5] 

tt^o Wf*3tt««0«i&fti**v»tta*«ffl$iLTv»**o^fea«dr*L* o 

[0 13 6] 

, »to47ttt^^jtoett tt ^ 7*a-* (i^y->u, 
[0 13 7] 

UK ^^^-*J^»^«tt, fl*<**B4*tt* 2,868,691 **J:0'fi|*3 
,095,355 *K#L<1B«**LTV>*. 4fc, xr^«HT4f*)ft^ 
[0 13 8] 
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[0 13 9] 
[0 14 0] 

[0 14 1] 
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[0 14 2] 
[0 14 3] 

*WmW*izm^tzfir%l^ HftWfc I U P A C <DMM<Vifc%,$;%r4imt2 > n 
>^*.-*itZtitzzsXTA^ ACD/NameTM >* a A d v 

anced Chemistry Development Inc. tt») J: 
fc^TtToTto Mill, 
[0 14 4] 
Utl 9] 



O 




[0 14 5] 

•C^$*L*-fk#*tt, 4-^nn-N- {4- [1- (3, 4-^h*^> 

[0 14 6] 

[0 14 7] 
[0 14 8] 

f&M LtzUJA : Xterra™ MS C 18 5 urn, 4.6 x 50mm I.D. 
tefflLfcat& : 3m 1/min 
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A$ : o. 1% h >; nff-gbfc&ft 
B$ : o.i% h 7JM-nBH*-r-fe h - h 

0/100HHSBLfco *««0.01*W^A«fcB«oa*Jfct95/5*cK«»«x. 
*2fflLL 4- [4- (T*K***) ^ vy> . mmA 

) T-'J KiKfi**, tert-W 4- { [ ( h »; 7 ^n>^) * 
** v , _ 3> (2H ) 

ff 7 ^ (f'J7x^70) ( 0 ) Offft T » 

ert "^ 4 ~ U-****?^*) - 3 , 6-ytKDfij>;>- 
1 (2H) -Amyw^lf^ 

*T**2r*-e«56U tert-/^ 4 - [4- (HKn^»^) 7 
#**M7*-/l/**7*>fc^3*T\ tert-W 4- [ 4 - ( 
fM^TyftthV^^^^t^ tert-7"^ 4-[4- 

[0 14 9] 

TLC : R f 0.20 (?dd*m : jfis^fr. 2 8%T>*:-T7k=8 ' 

l : o. i) o 

4- [4- (7yK>f*) 7xz^] ~i- (3> 4 -^h^> 
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#**l-C»iLfcfl:** (3.78g) ©l, (150ml) 
3, 4->M h+y^>X7W K (2.49g) t^V^n^xf 
*T5> (2.87ml) *Jn*fc. ft*ftC, h y T-b h h y 

(6.31 g) fciDAfco »6a^tMT?-MWLfco 

> i»^^-cttHjL*:. Mm®zm*.ffimi-vv*7AT^mu unit 

K«fciK ^TO*ttttf:*i-&aijHfb^» (5.64g) *ntz 0 
[0 15 0] 

TLC : Rf 0.45 (^nn^> : t?;^ }]/=l 0 : 1} o 

#f^2T«L^ft (74mg) ©fh7bKn 7 7> (4ml) & 
, ^^W/i# b . j7l ^ 7 ^ (38mg) % nkfZo KBm ^ 

m^emmmwLfz 0 (o.iimi) *jn;U L 

asa«*«jiLfco *m*mm-tzztK£*>^ 

MMit&to (63m g) £&fc 0 
[0 15 1] 

TLC : R f 0.12 (Vfuutjrz, : ^y_ ;u=1 0 : i) 0 

mmm. 4 -*nn- N - u- n- (3 , 4-^*^1^,) ^ 

#f«3-CSiU:^ (63mg) fctf.;^ (0.018ml) Ofh^K 
D79> (2ml) 4-^Dn WWD90 (0.028ml) * 

o ***«»u ft^jnt'>ym*9A^DTh^7^ (mix 
f*:^y^l0 : 1) «L/: 0 W^fcft^oiWif^jitK 

-tZ>*§£Wlt&W (38mg) 

TLC:Rf0.23 (^nn^^ : ^y^ =1():1) 
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NMR (CD3OD) : S 7. 83-7. 80 (m, 2H), 7.48-7.44 On, 2H), 7.37-7.29 (m, 2 
H), 7.23-7.17 (m, 3H), 7.10-7.02 (m, 2H), 4.52 (s, 2H), 4.27 (s, 2H), 3. 
88 (s, 3H), 3.85 (s, 3H), 3.60-3.50 (m, 2H), 3.20-3.00 (m, 2H), 2.85 (m, 
1H), 2.04-1.98 (m, 4H) Q 

4- [4- (TvK^f;i,) "7*^/1/] vf^i; ^ . ttaHfcOftfc fcffiajj-*- 
*75;Kft*«tHJV»T, ##^2-##^j 3 -^jfe^l fc|B]*fc*ftLT\ 

J^LLL 4-^nn-N- {3- [4- (3, 4 



TLC:Rf0.32 (y^D^^ : ^^ ;1/=10:1) . 
NMR (CD3OD) : a 7. 84-7. 81 (m, 2H), 7.48-7.45 (m, 2H), 7.29-7.18 (m, 2 
H), 7.12-7.05 (m, 3H), 7.04-6.94 (m, 2H), 4.52 (s, 2H), 4.34 (s, 2H), 3. 
88 (s, 3H), 3.86 (s, 3H), 3.90-3.80 (m, 2H), 3.60-3.50 (m, 2H), 3.40-3.2 
0 (m, 2H), 3.20-3.00 (m, 2H) 0 

^ 4-^nn-N- |4- [1- (3, 4-v*h*v^y ;l , 
) -4-tKn^v^.;^>-4-^;V] ^XTU^m 
TLC I R f 0.20 (Vtuut^y ; 1 0 : 1) ; 

NMR (CD3OD) : *7.81(d, J = 9.0 Hz, 2H), 7.48-7.02 (m, 9H), 4.54(s, 2 
H), 4.31(s, 2H), 3.88(s, 3H), 3.86(s, 3H), 3.50-3.20 (m, 4H), 2.40-2.10 
(m, 2H), 2.00-1.80 (m, 2H) C 

mmn. n- is- ci- u-* h**^**) tf^v^-4-^] 

4- [3- (T$>K**->10 tf^i; ^ . -UQggfc 4 _ ^ h 

3- [1- (4-^ h^rv^>y» 4 T * ^ 
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wum&nw (&) :3.47; 

NMR (CD3OD) : S7.76 (d, J = 6.6 Hz, 2 H), 7.80-7.21 (m, 6 H), 7.16-7 
.10 (m. 2 H), 6.87 (d, J = 6.6 Hz, 2 H), 4.52 (s, 2 H), 3.77 (s, 3 H), 3 
.51 (s, 2 H), 3.02-2.98 (m, 2 H), 2.58-2.43 (m, 1 H), 2.49 (s, 3 H), 2.2 
0-2.05 (m, 2 H), 1.80-1.75 (m, 4 H) G 
mMM2 (JJ -2 (?. d()) 
|3- [1- (4-*h**,*<yi?n,) H'^.; v>-4-^; U ] T ^ . 

^»'> 2 O) N- {3- [1- ( 3> 4-v*h*^>^) 
- 4 -^ ;l/ ] _ 4 _ ^>XT 5 K 

HPLC«#8#W (#) 13.44; 

NMR (CDCI3) : *7.69 (d, J = 7.8 Hz, 2 H), 7.31-7.16 (m, 6 H), 6.92 ( 
s, 1 H), 6.92-6.82 (m, 2 H), 6.34 (m, 1 H), 4.61 (d, J = 6.0 Hz, 2 H), 3 
•90 (s, 3 H), 3.87 (s, 3 H), 3.49 (s, 2 H), 3.02-2.98 (m, 2 H), 2.55-2.2 
5 (m, 1 H), 2.50 (s, 3 H), 2.10-2.05 (m, 2 H), 1.83-1.79 (m, 4 H) Q 
£3&m_±n N- (3- |1- [4- (******-A0 tT^ 
yy>-4-^;H ^^v*;i,) - 4 _ (^^^^j ^^ X7 , K 
HPLCfiHWlffl (#) 13.34; 

NMR (CDC1 3 ) : ,57.89 (d, J = 8.1 Hz, 2 H), 7.70 (d, J = 8.1 Hz, 2 H), 
7.56 (d, J = 8.1 Hz, 2 H), 7.32-7.16 (m, 6 H), 6.38 (m, 1 H), 4.62 (d, 
J = 5.4 Hz, 2 H), 3.61 (s, 2 H), 3.05 (s, 3 H), 2.98-2.94 (m, 2 H), 2.60 
-2.45 (m, 1 H), 2.50 (s, 3 H), 2.17-2.08 (m ,2 H), 1.83-1.76 (m, 4 H). 
**W2 (3) N- |3- [1- (4~^nn^>y» ^Vv>-4-^f 
;v] -4- («* ^>X75 F 

HPLCftftttPQ W !3.55; 

NMR (CD3OD) : S7.77 (d, J = 8.4 Hz, 2 H), 7.33-7.21 (m, 8 H), 7.17 ( 
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0 0 3- 1 1 4 1 7 2 ^-v*: 

s, 1 H), 7.13 (t, J = 7.8 Hz, 1 H), 4.53 (s, 2 H), 3.57 (s, 2 H), 3.02-2 
•98 (m, 2 H), 2.60-2.45 (m, 1 H), 2.50 (s, 3 H), 2.25-2.15 (m, 2 H), 1.8 
5-1.74 (m, 4 H) 0 



4--7;u^n-N- {3- [1- ( 4 -^ J^>^>v^) tf 

wic&wmm (ft) : 3. 40 ; 

NMR (CD 3 0D) : S7.91-7.86 (m, 2 H), 7.23-7.09 (m, 8 H), 6.89 (d, J = 
8.4 Hz, 2 H), 4.53 (s, 2 H), 3.76 (s, 3 H), 3.51 (s, 2 H), 3.02-2.98 (m, 
2 H), 2.60-2.45 (m, 1 H), 2.18-2.09 (m, 2 H), 1.79-1.71 (m, 4 H) 0 
f5) 4- W n-N- (3- |l- [4- 

HPLC^#B#P^ (^) :3 .25; 

NMR (CDCI3) : S7.89 (d, J = 8.1 Hz, 2 H), 7.82-7.79 (m, 2 H), 7.57 ( 
d, J = 8.1 Hz, 2 H), 7.28 (m, 2 H), 7.21-7.17 ( m , 3 H), 7.09 (t, J = 8.1 
Hz, 1 H), 6.42 (m, 1 H), 4.61 (d, J = 5.7 Hz, 2 H), 3.62 (s, 2 H), 3.05 
(s, 3 H), 2.98-2.94 (m, 2 H), 2.60-2.45 (m, 1 H), 2.17-2.08 (m, 2 H), 1 
• 82-1.70 (m, 4 H) 0 

^ mm ^ N- |3- [1- (4-^no^-») ^V^>- 4 -^ 
HPLC^#B#F B 1 (fr) 13.47; 

NMR (CDCI3) : S7.81-7.73 (m, 2 H), 7.31-7.26 (m, 4 H), 7.20-7.15 (m, 
5 H), 7.10 (t, J = 8.1 Hz, 1 H), 6.32 (m, 1 H), 4.61 (d, J = 5.7 Hz, 2 
H), 3.52 (s, 2H), 3.00-2.96 (m, 2 H), 2.60-2.40 (m, 1 H), 2.15-2.04 (m, 

2 H), 1.80-1.70 (m, 4 H) c 

**" 2 (7 > N - 13- [1- (3, 4->Vh^y^y» 
-4-4)U] ^V)V\ ~ A —y )V^ru^y XT ^ K 
HPLCffcJfBf F^ (30 : 3. 36 ; 

NMR (CDCI3) : S7.82-7.77 (m, 2 H), 7.31-7.26 (m, 2 H), 7.21-7.17 (m, 

3 H), 7.13 (t, J = 8.4 Hz, 1 H), 6.93 (s, 1 H), 6.93-6.82 (m, 2 H), 6.3 
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3 On. 1 H), 4.61 (d, J = 5.4 Hz, 2 H), 3.90 (s, 3 H), 3.87 (s, 3 H), 3.5 
3 (s, 2 H), 3.06-3.02 (m, 2 H), 2.60-2.45 (m, 1 H), 2.18-2.10 (m, 2 H), 
1.90-1.70 (m, 4 H) 0 

mmm_i£i_ 2, 4 -^^v- N - is- n- (2-^,1.-4-7 

HPLC&#M (#) !3.73; 
Massx'-iS' : 515 (M + H)+ Q 

mm]2 (9) 4 - (7tf*7?y) — N— |3- [1- (2-***-4 

HRLCfi^l^n (#) :3 .50; 
Mass 7-*-* : 512 (M + H)+ c 

mmm cu a. n- (3- u- [ (3-***- 2-^-/10 

HPLC^#B#|f (#) : 3. 57 ; 
Mass :473 (M + H)+ 0 

^ " 3-^nn-N- (3- |l- [ (3 2 

HPLC^3fB#P^ (#) : 3 . 51 ; 
MassT*— *? : 441, 439 (M + H)+ Q 

Wm\2 (1 Z X_ 2 , 4-^}^>- N - (3 _ {1 _ E (3_^^_ 2 

HPLC^#B#F^ (^) 13.46; 
Mass-r*-* : 465 (M + H)+ c 

Mm]2 (1 3J N- {3- [1- (2-^n^>^) 
-OV] - 2 , 4-vpe f^fy^>Xr^ K 

HPLC^#W1 (^) ;3.49; 
MassT*-* : 481, 479 (M + H)+ Q 

^»2_a^L 4- (r-b^r^y) -N- |3- [1- (2-^nn^ 
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HPLC«fti$m (#) : 3. 23 ; 

Massr*-* : 478, 476 (M + H)+ G 

mmM2 (15) 4- (T*^)ls7<S) -N- |3- [i- (4_ 7l ; + 

HPLC##B#H| (30 13.49; 
Mass 7*-* : 534 (M + H)+ 0 

(1 fi > N- |3- [1- (3-^ D - 4 -^^») e 
v>-4-^;i/] - 3 _ ( h y 7 /u*n^^) ^>Xr* K 

HPLC«jmm m 13.66; 
Mass 7*-* : 517 (M + H)+ c 

^* |2 ^ 7) 3-^nn-N- |3 - [1 - (3 -*nn- 4 

HH£«aWW (#) : 3 . 58 ; 
Mass T-9 : 485, 483 (M + H)+ Q 

^*" 2 O N- |3- [1- (3^on-4-^4y^>y» tf 

^^-4-^] ^^v;H - 3 , 4-^f;M>X7U* 

HPiCft&ttm (^) :3.6i; 

MassT**— ^ : 479, 477 (M + H)+ c 

^^' 2 H SJ N- |3- [l- (3^nn- 4 ^Ky^y» * 

4-4*1 ^>v;H -4- (^j,*-*) ^y X T^ K 
HPLC^#0#p H ^ (#) :3.56; 
Massr*-* :497, 495 (M + H)+ Q 

^^ 2 4- (7tW?y) -N- {3- [1- (3-^nn- 

msmmw {#) :3.3o; 

Massf-* : 508, 506 (M + H)+ 0 

^*' 2 (? - 1> - N- |3- [l- (4-^Dn^y» tf^i;^>_4_ 

- 3 _ (fij 7 ^o^f^) ^X7U* 
HPLCflHWW («•) : 3. 64 ; 
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Mass 7"- * : 487 (M + H)+ Q 
mtm2 (3 2J 3-^nn-N- |3- [l- (4-^d^v-») ^ 

HPLC««fWfW (#) :3.59; 
Mass 7"- 9 : 455, 453 (M + H)+ D 

Mlfcffl 2 (23) N- |3- [1- (4-^OD^>y>) e^»;v>-4- 
^ ;U] ^ > - 2 , 4-yn^v^>X7<K 

HPI£«8M*1| (#) :3 .52; 
Mass-f- * : 481, 479 (M + H)+ Q 

3afiW2 L2_4J 4- (7W7^y) — N— |3- [1- (4-*nn^ 

HPLCfiH#H#W (#) :3 .29; 
MassT*— 9 1478, 476 (M + H)+ c 

^-^ 4-^ h^v-N- (3- 11- [ (3 2-*-* 

HPLCfiaww (#) 13.47; 
Mass 7*-* 1471 (M + H)+ c 

**fcW2 fa 6) 5-^nn-N- (3- jl- [ (3->f*-2-fxi 
K 

w\Lm$nr% (ft) :3.58; 

Massr'-^ :483, 481 (M + H)+ c 

msM2 {?. 7) 4-^nn-N- [3- ( 1 -- v;utf^i; 4 ->f 

HPLCftftftR) (#) 13.67; 
Massr*-* : 451, 499 (M + H)+ 0 

^^' 2 ^-^ N- (3- |1- [4- (^^ T ^y) ^ 

HPLC«*JM$H («•) 13.18; 




tbfE# 2004-3036848 



mM2 0 0 3-114172 



MassT*-? : 522 (M + H)+, 162 c 

%mM2 (29) N- (4- | [ (3- |1- [4- (yxf^5/) ^> 

HPLCfitf#l$ffl (#) :3.03; 
Massx*-^ : 549 (M + H)+, 162 G 

mmm 2 r 3 n ) n- (3- |i 

';^>-4-^;i,| -1 
>T5 K 

HPLC«#B# m {») : 2. 91 ; 
MassT - **— 9 I 496 (M + H)+, 162 Q 

mmtz ls i ) n- i3- [1 



[4- {V^)VT 5 y) fcf^ 



(2-?nn^>y>) fcf^i;>?>-4- 



-f ^y-j)v\ - 4 — * 
HPLC^#B#^ (#) 13.47; 
Mass-r*-^ : 487, 485 (M + H)+ G 

^ m ^ 2 ^-^ 4-^nn-N- |3- [1- (2^nn^>-») ^ 

HPic&wmm m :3.56; 

MassT*— 9 : 491, 489 (M + H)+ Q 

^-^ N- |4- [ ( {3- [1- (2-^nn^>y» tf^y 

HPLC«*l*m (AO ;3.33; 
MassT"*— $ : 514, 512 (M + H)+ Q 

^^' 2 <* 4) N- |3- [1- (2, 2-^f;P7 J D^) fcf^ys^ 
-4->f;i/] -4-7°ne;v^>^f>^^^> T 5 K 

HPLCfiymn : 3. 67 ; 

Mass 7*-* : 443 (M + H)+ 0 

^^' 2 N- |4- [ ( |3- [1- (3-^0-4-^^ 
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# M 2003-114172 



62/ 



•b f 7 5. K 

mxma&m m 13.37; 

Massf*-* : 542 (M + H)+ c 

mm ^ 2 ( ^^ ) N- [3- (l-^^v;u^i; i /^- 4 _^; W ^ y , J)V 
] 'j >- 8 -x;i/^>r * K 
HPLCfiH#l$R| (#) : 3.51 ; 
Mass-r-^ : 466 (M + H)+ c 

^ m f37) N- (3- {1- [4- (yxf*75y) ^ 

HPLCfiHflfcW (#) 13.12; 
Mass 7*^- ^ : 543 (M + H)+ 162 0 
^ m \2 (3 8) N— |3- [1- (4-^nn^y» fcf^.;^- 4 - 

HPLC«#SH$ffl (#) 13.48; 
Mass : 508, 506 (M + H)+ Q 

mm2_L39±_ N— [3- (l-^v;nf^i;^>- 4 _^ ;W 

HPLCffiZmm (fr) :3.24; 
Mass : 419 (M + H)+ 0 

^* 12 ^ 40) N- |3- [1- (4^DDW*) e^v-;>-4- 

HPLC^#B#^ (#) :3 .53; 
Mass 7*— ^ : 449 (M + H)+ c 

mmm2 U . N- 13- [1- ^,;y > _ 4 _ 

HFLCfiymm (530 : 3. 51 ; 
Mass 7"*— 9 : 433 (M + H)+ c 

mm ^ 2 N- |3- [1- (4-^D^>v» t^V^>-4- 
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HPLCfi^ffi^ (ft) :3.44; 
Massf*-^ : 419 (M + H)+ c 

(4 ^ N- |3- [1- (4-^n^>y» tf^.;v'>-4- 

mcmsnm m 13.33; 

Mass 7*— $ : 409 (M + H)+ 0 

mmm2 (44) 2 - ("< $0 — N— 13- [1- 

• HPLCifeftnfffl (530 13.53; 
Mass ? :465, 463 (M + H)+ c 

*mm (4 5) N— {3- [1- (4-^Dn^y» \Z^)*J>-4- 

HPLC«*£S#|I8 (t» 13.56; 
Mass 7*-* : 459 (M + H)+ c 

mm]2 (4fi) N- (3- {1- [4- (v*^T*y) ^ e^c 

HPLCtt&ttn m ! 3. 25 ; 
Mass 7*-* : 474 (M + H)+, 134 e 

mXmi (4 7) 4- -N- 13- [1- (4 - \£u i; 

HPLC^IW (t» 13.62; 
Massr*-* : 500 (M + H)+, 160 o 

mm2 (48) N- [3- (1- U- [3- (^^T?y) 

HPLCfiHWW (#) :3.22; 
Mass t*-* : 532 (M + H)+ c 

*** W2 U9) N- |3- [1- (4-7&*w*Ja,) \d^)V>-4 
-4)V\ -4- (^^ ; ^^) ^>X7= K 

ffiBE#2 004-3036848 
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wLc&ftmm m :3.49; 

Mass 7"-* : 449 (M + H)+ c 

N- |3- [1- (2, 4-y^^y^>v» kf^ijV 
>-4--f;i/| -4- (^^^.^ ^>Xt^ K 

HFLCfi^flj (t» 13.55; 
Mass 7*— 9 I 491 (M + H)+ D 

^*' 2 N- |3- [1- (2, 5-y^^>y» tf^,;*, 

HPLC^#0#F*1 (53*) 13.53; 
Mass 7*— $ : 491 (M + H)+ G 

mm&l (5 2J N- |3- [1- (2, 6-yVKy^>y» 

HPLC^TO (#) 13.56; 
Mass-r*-* : 491 (M + H)+ Q 

mmn L5_aj 4- - N _ )3 _ Cl _ (2> 4> 6 _ M; 

^^^^^ e^'jv>-4-^;H ^>X7= K 

HPLC^BfP^ (#) :3 .62; 
Massr-*-^ : 521 (M + H)+ D 

^ 2 4- (^1^*) -_ N _ | 3 _ fl _ (3> 4> 5 _ M; 

HPLCfiHWB («•) 13.47; 
Massy"-* : 521 (M + H)+ e 

**M*2 (S 5) N— |3- [1- ( 4 -^;w^>^ ;l/ ). ^,;^_ 4 _ 
-f /U] -4- ^>X7 5 K 

HPLC«#l$ffl (#) :3.55; 
Massr*-* : 445 (M + H)+ c 

(5 6) N— |3- [1- (4-v7M>y» \£«V*Jz,-4- 

Du] - 4 _ ^ >X7 . K 

HPLC«#I$H (#) :3.42; 
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Mass 7*— 9 : 456 (M + H)+ c 

mmnz (5 7) 4- - N - (3- u- [ 4 - (h;^* 

HPLC«#B#^ (fr) 13.64; 
Mass 7"*— ^ : 515 (M + H)+ c 

(5 8) N- |3- [1- (3-* t?^v>v>- 4 
->f;i/| -4- ^ yX7 ^ y 

Mass-T-* : 461 (M + H)+ c 

*mm (5 9) N- {3- [1- (2-^b*v^>i^) \£^)^>-4 
--T;v] ^>>?;H -4- (^7.,^^) ^ >Xt . f 

HPLOf£#B#p^ (#) :3.53; 

Mass 7*-* : 461 (M + H)+ c 

^* 12 4- — N— (3- 11- [3- 

HPLC##B#K (#) :3. 40 ; 
MassT"*— *? : 429 (M + H)+ 0 

^ 1 V N- [3- (l-^>y>^.Jy'>- 4 ^ jl , ) 
] -4- U^^) ^>XT^ K 
HPLCfi^W (#) :3.45; 
Mass 7-*-* : 431 (M + H)+ c 

mm^_LA2l_ N— [3- (1- I (2E) -3- [4- (y'^ W >y 
) 7x-;i.] 7 9 ntf- 2 -o.>-i-^;v} ^Vv>-4--r;i,) 
-4- (^;i/7^) ^>Xr^K 
HPLC«^m («•) :3.25; 
Mass-r*- 9 : 500 (M + H)+ 341, 160 o 

^*" 2 N- |3- [1- ( 2 , 3-yt Kn-i, 4 _^ vW 
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Mass 7*-* : 489 (M + H)+ e 
Mfi§M 9. (fid) N— (3 
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1 1 - [ (l-^f;i/-iH-eo^-2-^ 



HPLC^BfP^ (550 :3.44; 
Mass-r*-^ : 434 (M + H)+ c 

2 (65) N- j3- [4- (4-^;i^>^;v) tf^7>?>-i- 

wiL&wmm m 13.34; 

Mass 7**— ^ : 400 (M + H)+ Q 

m . im\2 (6 6) 3 -^A'-N- {3- [4- kf^ 

HPLC«^HI (55*) 13.42; 
MassT*-* :414 (M + H)+ c 

gbftfcff|2 (6 7) 4-"7/t/*n-N- |3- [4- U - * T V )V) fcf 

HPLC^#B#K (550 13.38; 
MassT-*-^ : 418 (M + H)+ G 

*ffiflt2 (6 8) N— |3- [4- e^y>-l 
— >f/l/| /^>X7^ K 

HPLCfi8«W (550 13.27; 
Mass t*-* : 416 (M + H)+ c 

mmm?. (6 9) n- 13- [4- u-* h*5/^>5>AO e^7^>-i 

BPLCft*l*n (550 13.37; 
Massr-*-^ : 430 (M + H)+ e 
*ffiffl2 (7 0) N— |3- [4- (4-* 
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wic&nmm m : 3.37 ; 

Massx-* : 430 (M + H)+ 0 

■ 3^12 (7 1 ) N- |3- [4- (4-* h*^^>is)V) tf^^v>-i 

HPLC^EW^ (#) 13.31 ; 
Mass 7-*-* : 430 (M + H)+ 0 

mn&)2 (7 2) 4--7;l-*n-N- |3- [4- (4 h * *>^>*>;i/) 

WLCUWmm (53*) 13.34; 
Massr*-^ : 434 (M + H)+ Q 

mmm (73) n- (3- u- [4- (y^w^) 

HPLC^B#r H 1 :3 .04; 
Massr*-^ : 429 (M + H)+, 134 Q 

mmm (74) n- (3- u- [4- (yvw^) 

HPLC^B#r^ (^) : 3. 13 ; 
MassT*-? : 443 (M + H)+, 134 0 

mmn2 (7 5) n- (3- u- [4- (vm-^r^;) t?^ 

HPLC^#B#r H 1 (#) I3.15; 
Massr*-* : 443 (M + H)+, 134 G 

m . WM2 (7 6) N- (3- |4- [4- (yVW5y) ^ 

-2-^f^yX7> K 

HPLC^B#F^ (#) 13.08; 
MassT*-* : 443 (M + H)+ 134 Q 

1WI2 (7 7) N- (3- 14- [4- {V*^-)VT \ J) 
HPLC^#B#^ (#) : 3.11 ; 
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v I 68/ 



Mass 7-*-* :447 (M + H)+, 134 c 

mm 2 (7 8) N- (3- |4- [4- (y^W^) ^>5>iU] tf* 

HPLC«#«Fffl (#) 13.08; 
Massx-* : 459 (M + H)+, 134 Q 

mmm2 (7 9) n- | 3 - [4- (2, 4 -v^< h*~>^>v;w 

HPLC«#R#W (#) :3 .34; 
Massx-* .'446 (M + H)+, 151 0 

^^' 2 N- |3- [4- (2, 4-yVh + ^>^) fcV^ 

HPLC«#J$W (30 :3.42; 
Mass 7*-* : 460 (M + H)+ 0 

^»» 2 N- |3- [4- (2, 4-**h*->^**) 

>-l->f^]^>^| -2, 5-^f;M>X7U' 
HPLC««fNfH (30 :3.46; 
Massx*-^ : 474 (M + H)+ 0 

^^ 2 N- |3- [4- (2, 4-v^h^v^>v» fc?^* 

>-l--T;H -3-^f;l/A;>X7^ K 

HPLC«#B#|B! (30 13.44; 
Mass 7*-* : 460 (M + H)+ Q 

^^' 2 ^L3J N— |3- [4- (2, fcV^v 

HPLC«#l$ffl! (30 13.37; 
Mass T**— ^ : 460 (M + H)+ 0 

^*" 2 < 84 ^ N- |3- [4- (2, 4-vMh*v^>^) ^7y' 

HPLCfiHWffl (530 13.39; 
Mass 7*— ^ : 464 (M + H)+, 151 Q 
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mm 2 (8 5) N— |3- [4- (2, 4-v^^y^>y» f^r/ 

HPLC^#^f^ (530 13.36; 
MassT - * ^ : 476 (M + H)+ c 

^*" 2 N- [3- (4- | (2E) -3- [4- {i?*?-)VT<J 

) 7x-^] •7°nkf- 2 -^>-i-^; l ,} fcf^v^-l-^) ^>v*;i/| 

wicmsnm m :3.o6; 

Mass T"*— ^ : 455 (M + H)+ 160 o 

^^' 2 («7) N- [3- (4- j (2E) -3- [4- (y^f;u 7 ^ 

HPLCftftftlH) (#) 13.14; 
Massr-*-* 1469 (M + H)+, 164 c 

^»» 2 ^ 8 *> N- [3- (4- | (2E) -3- [4- (v^VT^y 
-2, 4-y^fM>X7 5 K 

wiLvmnm w :3.1s; 

Mass 7-*-* : 483 (M + H)+, 160 o 

mm ^ 2 N- [3- (4- j (2E) -3- [4- 

) 7^-jl>] ^Dtf- 2 -^>-l-^;H ^r>'>-l-^^) ^v;i/J 

-2, 5-y^f;K>X7^ K 

HPLC^#S#F^ (flO :3.18; 

Mass 7*— 9 : 483 (M + H)+, 160 o 

mm ^ 2 < 90) N- [3- (4- I (2E) -3- [4- 

) yne- 2 -oi>-i-^;H ^ 9S;> _ 2 _^ ;V) 

HPLCfiHWW m 13.15; 
MassT*-* : 469 (M + H)+, 160 o 
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mmm_L9jj_ n— [3- u- i ( 2 e) -3- u- (yvw^ 

HPLC^ifB^ {ft) :3 .09; 
MassT"*-^ : 469 (M + H)+ 164, 160 o 

*** 2 < 9?) N- [3- (4- j (2E) -3- [4- (v^^T^y 

HPLC^^ (^)- :3 . 12 ; 
Massf*-* : 473 (M + H)+ 164, 160 o 

^^ t2 4- (7-fe^T^y) -N- [3- (4- | (2E) -3 

- [4- (vVW^/) 7*=.*] 7u\Z-2-3-^-\-\<k\ fcT^^ 

HPI£{£#B^ (#) 12.94; 
Massr*-* : 512 (M + H)+, 353, 160 o 

< 94) [3- (4- 1 (2E) -3- [4- {V*+»T$J 

HPLCftftftM (#) 12.78; 
MassT*-* :456 (M + H)+, 297, 160 o 

mm]2 ^ 95) - N- [3- (4- | (2E) -3- [4- (y^ W ^ 

-4-y b+y^>X7^ K 
HPLcmmiH (#) :3.09; 
Massx*-* 1485 (M + H)+, 326, 160 o 

***** N- |3- [4- (4-^nn^>y» ^^j, 

HHLC«#I*H 13.36; 
Mass 7*— $ : 420 (M + H)+ Q 
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mm 2 (9 7) N- |3- [4- (4-^nn/^>y» fcf^7v>-i- 

HPLC^#B#^ (^) :3 .38; 
Mass 7*-* : 434 (M + H)+ Q 

MlfcM 2 (98) N- |3- [4- (4-^nn^>^) tf^9*v>-l- 

HPLCflUfB^ (#) :3.3 9; 
Mass I 438 (M + H)+ e 

mmffl2 (9 9) N— |3- [4- (3-^D D -4-^^>^y» ^ 

HPLC^ilfB^ (#) 13.40; 
Mass-r*-^ : 464 (M + H)+ c 

$kffiM2 (10 0) N - |3- [4- (3-^o-4-^Ky^y» 

HPLC^#B#F H 1 (t» :3.oo; 
Mass 7*— 9 : 468 (M + H)+ Q 

mm ^ 2 HOI) N- |3- [4- (3, 4-v* tf^ 

HPLC^Bf^ (#) :3 .23; 
Mass 7*-* : 446 (M + H)+ c 

mm 2 (1 0 2) N- |3- [4- (3, 4-v^ Y*i,*<l,V*) tf^ 
v>-l-^f;l/] -4-^fM>X7< K 

HPLC«#Bf^ (t» 13.31; 
Mass 7*-? : 460 (M + H)+ 0 

mm 2 (1 0 3) N- |3- [4- (3, 4-v^ tf^ 9 

f/U] -2, 4-'^W>X7 5K 

HFUHft^B»n (530 13.36; 
Mass 7*-* : 474 (M + H)+ 178 G 
mm 2 (10 4) N— {3- [4- (3, 
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^>V)V\ -2, 5->7fM>X7U' 
HPLC«#^|ig (#) 13.36; 
Mass 7*-^ : 474 (M + H)+ 0 

MMM2 (10 5) N- |3- [4- (3, 4-v** h*i"<>*JJI,) 

HPLC^Bt^ (55*) 13.32; 
Massr*-^ : 460 (M + H)+ D 

mmm lulsj n- 13- [4- (3, 4-v>h^y^^) e^? 

uPLC^nmm (ft) !3.26; 
Mass 7"*— ^ : 460 (M + H)+ G 

mWM2 (10 7) N — |3- [4- (3, 4-** h*S^>S»u) ^7 

hplc««fNfW (^) :3.29; 

MassT*— ^ : 464 (M + H)+ G 

^^' 2 (1 0 N- |3- [4- (3, 4-** tf^^ 

v^- 1 /fy-nf >7^ K 

HPLC«#I$M (53*) 12.89; 
Mass T-9 : 447 (M + H)+ G 

mWM2 (1 0 Q) N— |3- [4- (3, 4-vV h*y^>i»u) e^? 

^>-l--f^] ^>v;v( -2- (4-^f;i/7x^) T -b h T 5 K 
HPLC«#B#ffl (59*) :3 .3i; 
Mass 7*— ^ : 474 (M + H)+ G 

mMM2 (1 1 0) N— |3- [4- (3, 4-y7h+y^>y» tX? 
v>-l--f;i/] ^^y>| — j h^y^yXT^ K 
HPLCfiHWHJ (53*) :3.24; 
MassT*— ^ : 476 (M + H)+ e 

H»i|2 (ill) n- |4- [1- (4-*^;i^>v;i/) tf^i; y>- 4 
- -f /i/] ^ > z?)\,\ ^>X7 5 K 
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HPLCfiH$H#|BJ (ft) 13.38; 
Mass 7*-* : 399 (M + H)+ c 

(1 1 2J 4-^^-;lx-N- |4 - [1- (4 ^;W*> v*;u) tf 

HPLC#t#l$K (#) :3.47; 
Mass 7*— 9 I 413 (M + H)+ c 

mitiM2 (113) 2, 4-y^;k-N- {4- [1- (4-^;ix^>v* 

HPLCftftttPQ : 3. 5 ; 

Mass 7* ~- 9 : 427 (M + H)+ c 

mMM2 (114) 3 -^^;v-N- 1 4 — [ 1 — (4 tf 

YPUMtmto (ft) 13.48; 
Mass 7*-* : 413 (M + H)+ 0 

nmn2 u 1 5) 4-7^^-n-N- u - [1- u-^^^^/io 
mjcvmmm m :3.44; 

Mass 7*-* : 417 (M + H)+ c 

mm 2 4-^h^^-N- u- [1- u-^;i^>>^) 

tiPLtt%W%?m m :3.4i; 

MassT*— 9 : 429 (M + H)+ Q 

MMM2 (117), N- |4- [1- (4 -j* tf^Uv>- 

HPLC«*SfI$W (#) 13.42; 
MassT*-* : 429 (M + H)+ 0 

.^»!l2 (118) 4-^h^rv-N- |4- [1- (4-^h*v^^;v 
) tf^i;^>-4-^;v] s*y*?jn,\ ^>X7> K 
HPLCfi&ftftn (fr) :3 .35; 
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Massx*-* : 445 (M + H)+ D 

m&M2^LULJil- 4-*h*v- N - (4- |l- [4- (jt*****^ 

HPLC««Fl^ra (#) 13.22; 
Mass 7*-* : 493 (M + H)+ c 

mmm a ?.o) n- ( 4 - u- [ 4 - (^^ 7 ^) e 

HPLC«*5N$ffi (#) :3.07; 
Mass r-*-* : 428 (M + H)+, 134 G 

mmm2 tJ 2 n N— (4- |1- [ 4 - tf 

hplc##b£m (#) :3.i7; 

MassT*— 9 IU2 (M + H)+ 164 D 

^»' 2 ^ 2 2J N- (4- |1- [ 4 - (y^;P75y) tf 
^Uv*>-4-^;H _ 2> 4-y^;M^X7U' 

HPLC^^ra (5W 13.21 ; 
Mass-f-* : 456 (M + H)+ 134 0 

mmm u n— ( 4 - u- [ 4 - (^^ 7 ^) ^>->^] * 

WLCUftvzm m :3.20; 

Mass 7*-* : 456 (M + H)+, 134 0 

mm 2 (1 ?,4) N- (4- |1- [ 4 - (^^T^y) ^>v,u] fcf 

OH -3-^;wX7 5K 

HFLCfi^R»m (#) :3.17; 
Massx*-^ : 442 (M + H)+, 134 c 

^ (1 2 5) N - (4- |1- [ 4 - (y^ W ^) tf 

HPLC«#I^M (#) :3.09; 
MassT*-? : 442 (M + H)+, 134 c 
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^-v: 75/ 



^fcffJ 2 (12 6) N— (4- |1- [4- (v'^W^) ^>v;U] tf 

HPLC«#B#|HJ (550 :3.12; 
Massx*-* I 446 (M + H)+, 134 c 

mMm 2 (12 7) 4- (T-b^T^ ./) — N— (4- |l- [4- (vV 

HPLC«8f8#HB (#) !2.94; 
Mass : 485 (M + H)+, 134 c 

mmm 2 (128) n- (4- u- [4- (y^w^) ^>?;i/] e 

wic&nwm m :3.io; 

Mass-r*-^ 1458 Qf + H)+, 134 e 

H»l 2 (12 9) N- |4- [1- (2, 4-^h^>^) kf^i; 
>?>-4-^;W] ^>>?;v[ /^>X7^ K 

hplc«8N$k (#) 13.40; 
Massr-*-* : 445 (M + H)+ c 

gjfcffl 2 (13 0) N- |4- [1- (2, n 0 ^i; 

HPLCftJWM W 13.48; 
Mass 7"* — 9 : 459 (M + H)+ c 

3kWM 2 (13 1) N— |4- [1- (2, 4-y^+M>y» fcf^'j 
>f>_4_^;V] _ 2> 4-y*>fM>X7< K 

HPLC##B#W (AO : 3.51 ; 
Mass-r*-* : 473 (M + H)+ D 

(13 2) N- |4- [1- (2, 4-^^y^>y» tf^vj 
v'>-4--f;H -2, 5-yVfMVX7U* 

HPLC#*3fI$|BJ (#) 13.51; 
Mass-r*-* : 473 (M + H)+ c 

MMM 2 (13 3) N- U- [l- (2, 4-y7h^y^>y» fcf^i; 



mtE#2 004-3036848 



003-114172 



YSPlLUWmm (t» 13.47; 
Massx*— 9 I 459 (M + H)+ e 

mum 2 (1 3 4) N— |4- [1- (2, 4-y7F^^^») tf^i; 

HFLC##B#ffl (53*) :3 .42; 
MassT'-* : 459 (M + H)+ Q 

*ittfl|3 (1 3 5J N— |4- [1- ( 2 , 4-y7KyW» fcf^ij 

HPLC#*5M$W (53*) 13.44; 
Mass 7* ~- 9 : 463 (M + H)+, 151 e 

mmm fism n- u- ci- (2, 4-** h**^**) ^ } 

HPLC##l$ffl (55*) :3 .4i; 
Mass-r*-^ : 475 (M + H)+ 0 

mmm (137) n- u- [1- (4-v7M>y» e^y^>-4 

HPLC«^B#P^ (53*) :3. 35 ; 
Mass 7"-^ : 424 (M + H)+ D 

mmn2 o^_sj n- {4- [1- (4-v7M>y» ^.;^>--4 

HPLCft&ftR (53*) 13.29; 
MassT"*— ^ : 440 (M + H)+ G 

mmm 2 dug) n- u- [1- (4-^o^>y» ^, ; ^_ 4 

-'OKI ^?>>?;i/} /fy^af>7? k 
HPLC«#B#M (53*) :3.05; 
Mass-T-^ .'420 (M + H)+ 0 

mmm u 4 qj n- u- [1- ( 3 , 4-*>^ h**>^v;v) tf^ v 
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mti&ffim m -.3.26; 

Mass 7*-* : 445 (M + H)+ c 

2 (14 1) N— {4- [1- ( 3 , 4-**h*S^c>5>A0 kf^«; 

HPLC##B#ffi (530 :3.36; 
Mass-r*-^ : 459 (M + H)+ G 

mm]2 <' 4?) N- |4- [1- ( 3 , 4-v*h*^>^) 
v>-4--T;i/] _ 2> 

HPUftftftH (#) ;3.3 9; 
Mass 7"-* :473 (M + H)+ Q 

^ M|2 (1 N- |4- [1- ( 3 , 4-^h*~>^^) tf^»; 

HPUftftttM (t» 13.39; 
Mass 7*-* : 473 (M + H)+ c 

(1 44) N- J4- [1- ( 3 , 4-y7K^>y» 
v>— 4— —3 — * j-frs^y XT - ^ 

HFLCftftttn (t» :3.36; 
Mass 7*-* 1459 (M + H)+ Q 

mmi2 <±L&} N- |4- [1- ( 3 , 4-^ 

hplc^#b#Fb1 (t» :3.32; 

Massr*-* : 459 (M + H)+ c 

^ m]2 N- |4- [1- ( 3 , 4-y^^^>^) ^ 

HRLd»»l»n (590 13.32; 
MassT*"— ^ : 463 (M + H)+ c 

n N- |4- [1- ( 3 , 4-**h*5^>**) 

HPLC^I^BI (#) :3.29; 



tBSE#2 004-3036848 



0 0 3-114172 

MassT"*— 9 : 475 (M + H)+ c 

(14 8) , N— {3- [1- (4-^h*^>^) -1, 2, 3 

HPLCfi85pB#H (#) 13.36; 
Massy*— ^ : 413 (M + H)+ Q 

^*" 2 (1 4Q) . N— |3- [1- (4-X -1, 2, 3 

, 6-fh7tKneyy>- 4 -^v]^n - 3 - ^;w^>Xt * K 
HPLCfii^B (530 :3.44; 
Mass 7*-* : 427 (M + H)+ G 

mmmzjj so) 4-7**n-N- j 3 - u- < 4 -* h**^** 

) -1. 2, 3, 6-ff9tKnevi;>-4-^] ^.^| ^>XT5 
K 

HPLCffi&ftn (t» 13.41 ; 
MassT*— & : 431 (M + H)+ c 

CJ 5 1) 4-^*v- N - |3- [1- <4-*f*5^*M, 
) -1, 2, 3, 6-f F7tKnifijy'>-4_ /f ; V ] ^>X7^ 
K 

HFI£«^R»n (00 :3 .37; 
Mass r*-* : 443 (M + H)+ 0 

mm ™ 2 (1 * ?) N-.(3- |1- [ 4 - (*+»xju*^i,) 

-1, 2, 3, 6-f b7bKnif'Jy>-4-^;H ^>y» ^>X7U' 

mcfmvzm m -.3.20; 

MassT*— 9 :461 (M + H)+ Q 

mWM2 (1 (3- jl- [4- i***,***^ 

-1, 2, 3, 6-ff7tKDlfV^-4-^H 

HPLCftftftm m :3.30; 
Mass T-* : 475 (M + H)+ D 

Mm]2 (1 54 ^ 2-^^- N - (3 - U _ [4 _ 
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) -1, 2, 3, Knt a .jy'>- 4 - /f ^| 

HPLC^#B#|f (5» 13.25; 
Mass 7"-* : 475 (M + H)+ D 

mmm (1 § 5) 4--7;i^n- N - (3- |i- [ 4 - 

*) -O^] -1, 2 , 3, 6-fF7kKDk".jy'>-4-^H 

) ^>X75 K 
HPLC«^^ (^) :3 .25; 
Mass 7*-* : 479 (M + H)+ c 

mmW2 (1 5 6) N- (3- |1- [ 4 - (vV^r^y) ^sm,] - 
1, 2, 3, 6-ff7tKnt'>jy>-4-^;H ^>y» ^>Xrn* 

HPLC^B#^ (t» : 3. 11 ; 

Massr-? : 426 (M + H)+ 134 c 

(15 7) N- (3- |1- [4- (yVf;V7^) - 
1, 2, 3, 6-T-h7fcKntfi;^>-4_^ ;V | _ 4 _^ ;l ^ 

HPLC^Bf^ (t» 13.20; 
MassT*-^ : 440 (M + H)+, 134 e 

mmm a 5 8) n— o- u- [ 4 - (^w^) - 

1, 2, 3, 6--r KnE°i; v>-4-^; V | _ 3 _^^ ;l/ ^ 

HPLC^#B#r^ W 13.20; 
Mass 7*— 9 ! 440 (M + H)+, 134 Q 

O » SJ N- (3- |1- [4- (^W?/) - 
1, 2, 3, 6-fh7tKne-jy^- 4 -^;i,| - 2 -^^;^ 
>X7 5 K 

HPLCfi^l^M (t» 13.15; 
Mass :440 (M + H)+, 134 0 

m ' M2 U fi0) N- (3- |1- [ 4 - (y^ W ^y) -O^] - 
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I, 2, 3, 6-7- h7t Kn try s;>-4 _ 4 _ 7;l/ ^ n 

HPLCfi3#B#ffl (550 :3.14; 
Massx-^ : 444 (M + H)+, 134 G 

^6feM2 (16 1) N- (3- |1- [4- (y^f;V7^) - 
1, 2, 3, 6-t- h?\z Knt? W>-4-j )V\ ^<>V)V) -iv-u-f-yy 
X K 

hplc«#i$hi (t» :2.8i; 

Mass 7*-* : 427 (M + H)+ 134 Q 

*mm (1 6 2) N- (3- {1- [4- (S>***TS>0 - 

1, 2, 3, 6-fh7tKok°'ji;>-4-^;H -4-^}.^ 

^>xr ^ k 

HPLC##^^ (53*) :3.14; 
Mass 7*-* I 456 (M + H)+, 134 0 

31^12 (16 3) N- |3- [1- (2, 4-y7Ky^>y» -1, 

2, 3, 6-7- Kttkf<; v?>-4-«f;i/] ^>Xj^ K 
HPU/f&ifB^ (#) :3.42; 

Massr-*-^ 1443 (M + H)+, 151 Q 

(16 4) N- {3- [1- (2, 4-y^h^^y» - lf 
2, 3, 6-fh7t Kntfyv^-4--f^] -A-t^fr^sX 
T ^ K 

HPLC^Bf^ (5» !3.50; 
Mass 7*-* : 457 (M + H)+ c 

mmm u 6 sj n- 13- [1- (2, i^~>^>v;v) _ lf 

2, 3, 6-7b7kKnevi;>-4-^^^^| _ 2> 5 _^^^ ;l/ 

HFLC«*M$W («•) :3.53; 
MassT"*— $ : 471 (M + H)+ G 

mmm u 6 6) n- 13- [1- (2, 4-^* h*v^>>^) -1, 
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003-114172 ^.-^ : 

2, 3, 6-ff7tKnk'.ji;^-4-^ l/ ]^ i ; ;1/ , -3-***"«>X 
T5 K 

hplc^^fW (#) :3.50; 

MassT^-* : 457 (M + H)+ 151 0 

mWM2 (1 6 7) N- 13- [1- (2, 4-^h*v^^) _ x> 
2, 3, 6-fh7tKne';y^-4-^k]^^| -2-p<^;^>X 
75 K 

HPLCfiHWR (530 :3.44; 

Massr*-* : 457 (M + H)+ c 

mWM2 (16 8) N- {3- [1- (2, 4-v?* h*v^>v^) _ lf 
2, 3, 6-fh7tKnk'. ji ; > _ 4 _ /f;v] -4-7;v*n^> 
XT 5 K 

HPLC#«Fl$ffl (AO 13.46; 
Mass 7*— : 461 (M + H)+ D 

2 (1 6 9) N- 13- [1- (2, 4-v^h*v^>^ ;l ,) _ lf 
2, 3, 6— r h7t Knifi;v^-4-^;i x ] - 4 -*h*v^> 
XT 5 K 

HPLC^Bf^ (55*) 13.43; 
Massf*-* : 473 (M + H)+, 151 0 

mm 2 (17 0) N- 13- [1- (3-^ D -4-^^ W » 
-1, 2, 3, 6-ff7tKn!i , >jy^-4-^^ _ 4 _ 7;l/ ^ 

HPLC«#B#ffl (#) :3 .46; 
Massr*-* : 465 (M + H)+ G 

CI 7 1) N— 13- [1- ( 3 , 4-v* h*~>^v;i0 -1, 
2, 3, 6-rh7tKne.ji;>-4- /f;V ] ^>v;vf a*>X7U* 
HPLCftftftpq (*) :3.28; 
Massr-*-^ : 443 (M + H)+ G 

^*' 2 0 7^) N- 13- [1- ( 3 , 4-^h*^>^) 
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0 0 3 - 1 1 4 1 7 2 s^-is : 

2, 3, 6-ffnKn^y>- 4 -^] ^>v;wj -4-**/U^>X 

HPLC«#B#|M! (530 :3.36; 
Mass 7*-* : 457 (M + H)+ 0 

mm ™ 2 U 7 3) ,. N- {3- [1- (3, 4-y^^>^^) 
2, 3, 6-fF7tKnk'.jy^- 4 -^ v] ^^.^ - 2) 

hplc^b^ (t» :3.4i; 
Mass 7*-* : 471 (M + H)+ G 

mm (17 4) , N- {3- [1- ( 3 , _i, 
2, 3, 6-tF7tKDe'jy>- 4 -^v]^^>| _ 2> 5 _^^ 

HPLC«#^ffi (30 :3.40-; 
Mass 7*-* : 471 (M + H)+ Q 

" 7S) N- |3- [1- ( 3( 4-v^h*^>^;v) -1, 
2, 3, 6-fh7tKne.j>;>-4-^ v] -3-^;w^>X 
T ^ K 

upic&nmm m .-3.37; 

MassT*-* : 457 (M + H)+ Q 

O 7 6) N- {3- [1- ( 3> 4-i^h*v^^) -1, 
2, 3, 6-fh7tKDt'yy>- 4 -^v] «>VM -2-*?-n,«Jx 
7 3 K 

BFLCfiMmm (530 13.31; 
Mass 7*-? : 457 (M + H)+ c 

^ 77) - N- |3- [1- (3, 4 -is* h*i"<>Vn,) -i, 
2, 3, 6-fh7i;Knf»ji;v-4-^v] -4-7**n^> 

HPLC«#I$W (30 13.32; 
Mass T~~jr : 461 (M + H)+ Q 
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mm&\2 (17 8) 4- (7*W^) — N— |3- [i- ( 3> A -*j 
^^y^>v» - i, 2 , 3, 6-fh7kKDf.;y'>-4-^ ;l , ]/ , > 

HPLC^BfF^ (#) : 3. 12 ; 
MassT**— $ : 500 (M + H)+ Q 

H 70) N- j 3 - [1- ( 3> 4-^*v^^) 
2, 3, 6-r- h^fc Kntfij >^-4->f;i/] -fy^^T^K 
HPLC«#B#|?g (^) :2 .94; 
Massr-*-^ : 444 (M + H)+, 151 c 

^ m ^ 2 O 8 0) N— |3- [1- ( 3 , 4-**h**^>S>*) -i, 
2, 3, 6-ff7tKDeVy>-4^^] ^.»| _ 2 _ ( 4 _^ v 

HPLC##B#W (#) :3 .36; 
Mass?*-* : 471 ( M + h)+q 

*** W2 ^8JJ N- |3- [1- ( 3 , 4-^h*v^^;V) -l, 
2, 3, e-fFnKDlf.j^^^^^^^i -4-^h*v^> 
XT 5 K 

HPLC^Bf^ (^) :3.31 ; 
MassT**— 9 : 473 (M + H)+ c 

m ^ M2 U N- |3- [4- (4-*h*^;^) e-^v>- 

HPLC^#B#f^ (55*) 13.41; 
Mass 7*-* : 462 (M + H)+ 0 

mM2 U 8 ^ N- (3- j 4 - [4- {V*<f-J>T*S) ^**] e 
OH -4- ^ >Xr ^ y 

MassT"**— $ :475 (M + H)+ 134 0 

^^' 2 (1 84) N- 13- [4- (2, 4-v^*v^>^) fe^? 
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HPLC««fWfH (55*) :3.46; 
MassT"*— 9 I 492 (M + H)+ G 

(1 8 5) N- [3- (4- | (2E) -3- [4- (P*?-)UT< 

] -4- a;>Xt 5 K 

HFLCi&WH (53*) 13.18; 
Mass t*-* : 501 (M + H)+ 160 o 

mmm (Xa_ej n— is- [ 4 - o, h**^**) 

v>-l-^;v] -4- (*^**-*) ^>X75 K 

HPLCfig$l$ffi (#) :3 .35; 
Massr-*-^ : 492 (M + H)+ Q 

^»' 2 (1 87<> N- |4- [1- ( 2 , 4-^h*v^>^) tf^y 
5»-4_. _ 4 _ (^/p^) ^>XT< K 
HPLC##^p B 1 (53*) :3.52; 
MassT*— ^ : 491 (M + H)+ Q 

^^' 2 < 1 N- {4- [1- (3, 4-^ h*^>^) t^r, 

v*>-4--f;V] -4- (^/i,*.*) ^>XT5 K 

HPLC«#^K (53*) 13.39; 

Massr*-^ : 491 (M + H)+ Q 

mm ^ 2 ^ * Q > N- (3- |1- [4- - 

1, 2, 3, 6-ff7tKnevi;>-4-^H -4- 

HPLC«^Nf(W (53*) :3.22; 
Mass 7*-* :'472 (M + H)+, 134 Q 

mmm Lmn n- | 3 - [i- ( 2 , 4-y^^>^>y» _ lt 

2, 3, 6-fh7t ^vs;>u| -4- 
) ^>X7 ^ K 

hplc«8fI$w (53*) : 3 .5i ; 

Mass 7"*— $ : 489 (M + H)+ c 
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0 9 1) N- {3- [1- ( 3 , 4-y^^y^>y» - 2 , 
2, 3, 6-ff7tKne.;y'>- 4 -^v] ^>$»H - 4 - 

) ^>X7 5 F 
HFLCfi9£l$H (#) :3.40; 
MassT"*— *7 : 489 (M + H)+ D 

XmM 2 (1 9 2) N— {3- [4- (4-^nn^>y» t^7y>-i 

upic&ftm® m :3.4o; 

Mass 7*— 9 : 931 (2M + H)+, 466 (M + H)+ c 

MM* 2 (1 9 3) N- |3- [4- (4-^nn^>v;v) \£^^-i 

-2, h^y^>XT^ K 

HPLC^#B#r^ (ft) :3.33; 
Massr-*-^ : 959 (2M + H)+, 480 (M + H)+ 0 

mm]2 U 94) 2-^nn-N- |3- [4- tf 

1 ->f ;]/] ^>^;vj /«<>X75 K 
HPLC^Mfl^M (530 :3.40; 

Massr*-* : 907 (2M + H)+, 454 (M + H)+ c 

mmn u 9 5) n- 13- [4- (4-^n^>y» e^s^-i 

HPLC«#I$H| (#) : 3. 11 ; 

Mass 7*-* ; 941 (2M + H)+, 471 (M + H)+, 236o 

mmW2 flH) N- |3- [4- (3, 4-** h*^>5>*) fcV*? 

HPLCft&ftffl (550 :3.29 ; 

Massr*-* : 927 (2M + H)+, 464 (M + H)+ Q 

^*" 2 ^ Q7 ^ N- |3- [4- (3, 4-vV fc?^ 

Vis- l-j )V] s<y*J)V\ -3-^l>^y^yX7^ K 

HPLCftJWffl (#) 13.29; 

Massr*-? : 951 (2M + H)+, 476 (M + H)+ c 
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MMmjLSlJULl. N- 13- [4- (3, ^ 

ww&nmm (#) : 3. 47 ; 

MassT*— $ : 514 (M + H)+ c 

^^' 2 ^ 9Q) N- |3- [4- (3, 4-*J*h*i,«>*Jn,) 

- 2 - (hV7;^n^;i,) ^>X7U' 

HPLC^B#|S! (#) :3.33; 
Massr*-? : 514 (M + H)+ 0 

mmm (200) 3- (r-bw?/) - N - 13- [ 4 - ( 3 , 

HPLCftftftm 13.12; 
Mass 7*— 9 : 503 (M + H)+ G 

( * 01) - N- 13- [4- (3,4-^*^>^) ^ 
v'^-l-^] - 2 - ^.yXr^Y 

wi£$mv$m m !3.29; 
Mass-f-^ : 983 (2M + H)+, 492 (M + H)+ 0 

mmi (?,0 2±_ N— |3- [4- (3, 4-v^*v^^) ^ 

HPLC«#B#F B 1 (#) 13.44; 

Massr'-^ : 947 (2M + H)+, 474 (M + H)+ Q 

mmm (z _ojh_ n— is- [ 4 - ( 3 , 4-^*^^) ^ 

wiL$mv$m (#) :3.22; 

Mass-r*-^ : 506 (M + H)+ e 

^m2_L2_D_4i_ 2-^nn-N- j 3 - [4- (3, 4-^h*v^ 

HPLC^Bffig (#) : 3. 27 ; 

Mass 7"*— 9 : 959 (2M + H)+, 480 (M + H)+ Q 

St£A m (20s) 3-^nn-N- |3- [4- (3, 4-^h*^> 
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HPLC##R#B :3.38; 

Massx'-* : 959 (2M + H)+, 480 (M + H)+ c 

mm]2 4-^on-N- 13- [4- (3, 4-v'^^> 

HPLC«^W (#) 13.49; 

Massr*-* : 987 (2M + H)+, 494 (M + H)+ G 

mm]? ' (207) 3-^DD-N- |3- [4- (3, 

HPLC«^W (#) 13.45; 

Mass 7*-* : 987 (2M + H)+, 494 (M + H)+ 0 

mm] \ ( * 08> 4-vry-N- |3- [4- (3, 4 -**h*3,*> 

HPLOf£3#R#ffg (#) :3 .27; 

Mass 7*— $ : 941 (2M + H)+ 471 (M + H)+ Q 

m m2 (20 ^ N- |3- [4- (3, A-V****^*,*,) ^ 

v>-l-^;i/| _ 3> 4 -y^;^>X7U* 

HPLC^^Bf^ (#) 13.42; 

Massr*-* : 947 (2M + H)+ 474 (M + H)+ Q 

0) 6-^nn-N- (3- [4- (3, 4-v^b*^> 

HPLC##B#|R! (#) 13.23; 

Mass 7*- 9 : 961 (2M + H)+ 481 (M + H)+ c 

(2 1 U_ N— |3- [4- (3, 4-y^Ky^y;l.) 

HPLC##I$W (#) :3.03; 

Mass 7^-* : 993 (2M + H)+ 497 (M + H)+ 347, 151 c 

<* 1 2J 4-tert-r^;V-N- {3- [4- (3, 4-^h* 
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mcmmm m : 3. 55 ; 

Mass 7-*-* : 502 (M + H)+ c 

m^M2_l2±3l_ N— |3- [4- (3, 4-^h*^>^) ^ 

1 --OKI -2-77>rn* 
hplc^b#f b ^ (#) : 3. 16 ; 

Massr^* : 871 (2M + H)+, 436 (M + H)+ c 

mm]2 (? ' 14) N- 13- [4- (3, 4-**h*^**) 

HPLC^^^K (#) :3.40; 
Massr-*- * : 979 (2M + H)+ 490 (M + H)+ c 
**** 2 <? ^^ N- |3- [4- (3, 
5»-l-**J -4- (v^^r^y) ^>X7^ k 

mxm&v*m m : 3. ie ; 

Massr^-* : 977 (2M + H)+, 489 (M + H)+ G 

mmn_L2±3l_ 2-*nn- N - | 4 - [l- * 

HPLC^#B#r^ (^) 13.42; 

MassT*— $ ; 905 (2M + H)+ 453 (M + H)+ 0 

mm]2 ^ 1 7> 2-^no-N- |4- [1- ( 4 -^n^y» tf 

HPLC##I$H (#) :3.40; 

MassT*— ^ : 907 (2M + H)+ 454 (M + H)+ c 

mmm emu. n- u- [i- u-^nn^^ ^ v ^ > __ 4 

--OKI soVM *S V >-4-#;w-*f*-9-* K 
HPIX^I^ {^) : 3. 16 ; 

Massr*-* : 939 (2M + H)+, 470 (M + H)+ 235.5. 

mmm ram . n- u- n- (3 , 4-^*v^, w 

HPLC##I$W (00 :3.49; 
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Mass T-* : 513 (M + H)+ e 
m WM2 {2 2 0) N- |4- [1- ( 3 , 4-yn*^>y» fcf^y 
S»-4-*/l/] ^c^j _ 2 - (n; 7 ^ D ^ fA ,) *<>Xt5K 
HP[£«^n (t» : 3 . 38 ; 
Mass 7*^- 9 : 513 (M + H)+ 0 

N- {4- [1- ( 3 , 4-v*h*v^^) ^y 
v>-4-^^] _ 2 - C**.**.*) ^ >X T^ F 

HPLC^I^fK (t» !3.33; 
MassT*-* : 981 (2M + H)+ 491 (M + H)+ Q 

mm2_i2jun_ n- u- n- (3 , 4-^*^^*) 

HPLC&#8#W (t» 13.45; 

Mass 7* ~- 9 : 945 (2M + H)+ 473 (M + H)+ Q 

mm]2 (? ' ? '^ N- 14- [1- ( 3 , 4-V*h*i,«>i>») ^y 
$»-4— f*] - 2 , 4-vn^>X7>K 

HPLCfiyWW (t» 13.36; 
MassT*-* : 505 (M + H)+ 355, 151 0 

mm]2 L±2jk±_ N- |4- [1- (3, 4-^h*v^^;u) ^y 
HPLC^B#f B 1 (t» :3.27; 

Mass 7*— 9 I 919 (2M + H)+ 460 (M + H)+ 310, 151 0 

( ? ' ? ^ 2-^nn-N- |4- [1- ( 3 , A-*J*Y*^> 

HPLC^#B#^ (ft) :3 .3l; 

MassT*-* : 957 (2M + H)+ 479 (M + H)+ Q 

mim-LJUJLL 3-^nn-N- (4- [1- ( 3 , 4-vV 

HPLCft&ftm (t» 13.42; 

Mass 7*— ^ : 957 (2M + H)+, 479 (M + H)+ c 
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2 (2 2 7) 4-^dd-N- {4- [1- (3, 4-5Mh*->^j, 
e^cv v>-4-^] *>$>a,| -3-^;m>X7U' 

HPLC##0#^ (#) : 3. 51 ; 

MassT*— 9 : 985 (2M + H)+, 493 (M + H)+ c 

mmnZ f^8) N- |4- [1- ( 3 , 4-y>h+y^>^) 

HPLC^#B#r^ m 13.47; 

Massr*-* : 945 (2M + H)+, 473 (M + H)+ D 

(2 2 9) N— |4- [1- (3, 4-y^^>^>^) 

v>-4-^;v] -2, 3-vV^;v^>XT^K 

HPLC^#B#P^ (^) :3. 38; 

Mass 7*— $ : 945 (2M + H)+, 473 (M + H)+ e 

mmm (230) n— u- [1- ( 3 , 4-i^f*v^^;v) ^ y 

v>-4-^;V] -2, 3-yn^y^>X7>K 

HPLC^#^^ (^) :3 .36; 
MassT"*— 9 I 505 (M + H)+ Q 

^^' 2 ^_3_JJ N - |4- [1- (3, 4-y^ h*i,*>Vn,) fcf^.; 

yy-l-sifr] ^^)u\ -3, 4-^i>^ y /<>X7> k 

HPLC^B^ (^) :3 .25; 
MassT*— ^ : 505 (M + H)+ D 

^»[2 (3 3 2J N— 14- [1- (3, 4-v^*v^^) 
HPI£f&|ffl^ (53*) 13.12; 

Massr*-* : 991 (2M + H)+, 496 (M + H)+ 346, 151o 

mmm (233) 2-^n- N - | 4 - [1- (3, 4-y^*v^> 

HPLC^^ (^) :3.27; 

Mass : 959 (2M + H)+, 480 (M + H)V 

mm?. (2 3 4) 2-^nn-N- | 4 - [l- (3, 4-*J*h*^> 
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HPLC##ll#Rj (#) :3.3i; 

Mass 7*-* : 987 (2M + H)+, 494 (M + H)+ c 

MMffl 2 (_2_3_5J 4 -tert-r^;i/-N- |4 - [1- (3, 4-v^h^ 

WlM%&mm (430 13.58;- 
Mass t*-* : 501 (M + H)+ c 

L2 3 6) N— |4- [1- (3, 4— tf^'j 

HPLCft&l$m (530 :3.18; 

MassT"*-^ : 869 (2M + H)+ 434 (M + H)+ 0 

(2 3 7) N- |4- [1- (3, kf^v> 

HPLC^#B#K (30 13.42; 

MassT"*-^ : 977 (2M + H)+, 489 (M + H)+ Q 

mmm (233) n— u- [1- (3, 4-^f^^>y» 

HPLC«^«fW (30 13.33; 

Massr*-* : 977 (2M + H)+ 489 (M + H)+ Q 

gflifllE (239) N- |4- [1- ( 3 , fef^U 
v>-4-^;i,] -4- (^^75/) ^>X7? K 

HPLC^#0#f B 1 (30 13.16; 
MassT*— 9 : 975 (2M + H)+ 488 (M + H)+ e 

(2 4 0) N- {4- [1- (3, A-*J* kf^y 
*J>-4-<i s<>z/)U\ -3-7^tn-4->fM>X7^ K 
HPLCfS&fBfR (30 13.44; 
Mass 7*-* : 953 (2M + H)+ 477 (M + H)+ Q 

fcMM 3 5-^nn- 2 - |4- [1- (3, 4-S>*h*5^>5M,) kf^ 

^^^;H 3 (2H) -v* 

tBIE#2 004-3036848 
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##W3-C«jtLfcfb*« (318m g) <Oh;ioo (2 0ml) MEK5-* 
nn-2-W7r/-l, 3-v*> (186mg) *fli*fc 0 £UdA«««1 

fc. »ffl«r***W^hi;^ A -c<»u ill/:. »f>*Lfc»ift*->i;*y 

»«U &TOfc13H«***:*»Bfc^ (12m g) fcf*fc 0 
TLClRf 0.48 (y^D^>:^y^=io:i) ; 
NMR (CD 3 0D) : * 7. 86-7. 81 (m, 2H), 7.33(d, J = 8.0 Hz, 2H), 7.23(4 J 
= 8.0 Hz, 2H), 7.14(8. 1H), 7.06-7.01 (m, 3H), 4.78(s, 2H), 4.26(s, 2H) 
, 3.88(s, 3H), 3.85(8, 3H), 3.58-3.54 (m, 2H), 3.10-3.00 (m, 2H), 2.90(m 
, 1H), 2.10-1.90 (m, 4H) 0 

[0 15 2] 

( 1 ) h C C R 5 stfzc^Oiji j$£ 

FMcDNAIi, Marathon cDNA amplification kit (Clontech) £fflv> 
Tf^ftLfeo PCR7*5^7- e&&hCCR5XbaI-Fl : 5' — AGCTAGTCT 
AGATCCGTTCCCCTACAAGAAACTCTCC — 3' (gE?ij#^ 
1) *AVhCCR5XbaI-Rl: 5' -AGCTAGTCTAGAGTGCACAAC 
TCTGACTGGGTCACCA— 3' (Eft** 2) 14, GenBank U549940 
Efl|fc**lWW-Lfco 
[0 15 3] 

^McDNA^StLT, ExTaq (Takara) *fflv>T, PCRBS (9 
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5tf2^[9 5lCf3 0^ 6 0«CT-4 5#, 7 2 JRT 1 fr] X 3 5 0) £ 
fx^ofco iMLfcPCRift*, l%T^n-^^ m ^ mf ^ QIAquick G 
el Extraction Kit (QIAGEN) *ffiv*-C«M»U MRMWbarCttBFLfc. «Vf 
LfcK^tr, ^31^^^-pEF-BOS-bsr^DNA Ligation Kit Ver.2 (Takara) *■ 
ffl^raWfU *»mB«Kl3B*tefcLfc. :^7^ FW-B0S-bsr/hCCR5 
*W«U DNAiayiJSrfllgLfeo 

(2) CHO«^| 

CHD-dhfr(-)tt, Ham's F-12 (*->mmm (1 0%) , ^v«;> ( 5 0 U 
/ml) , ^I/yf7^y> (5 0mg/ml) ti|v»T«Lfc. * 

fc. MWALfcHUftli, ±|Blcr9Xh^^ (5mg/ml) *«U 

(3) CHOtt^ISiA 

DMRIE-C reagent (Gibco BRL) tm^T, KpEF-B0S-bsr/hCCR5^CH0 
-dhfr(-)«^«^AL^ 0 4 8*R|k 5mg/ml^my>^ 

(4) RANTESfcCCR5«>»* (RANTE S^)C a^>-iitt±#t 

m&LtzK hccRs^mm^mcBomm. (ccrs/chodd 

Ham's F-12 (9 ^ftjUfll (10%) . (5 0U/ml) 

(50mg/ml) ^) fc«j»u 9 6^Wh(: 3 .0Xl 0 6 

> Ham's F-12** (Fura-2AM ( 5 „ M) , Probenecid (2.5mM) *i^HEP 
ES (2 OmM; pH7.4) l/**ftiU **tt«fe, 3 7W 

1^>^^U: 0 1 XHanks/H E PES ( 2 OmM ; p H7.4) ft*? 
2Htt*Lfcfc, OO/i l/^»JDtfe 0 £OFura-2AM*^^*! 

CCR5/CHOiBK#U, »UlfcftMHB^3 4H£»*fc, lXHanks 
/HEPES ( 2 0m M; pH7.4) ^T'MLW^tFRANTES 
(PeproTech) 0 nMfciDLfc. k h R ANTE S l>z J:oT»» 
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Ltz 0 

MF*£= (E c -E a) /EcXIOO 

Ec : RANTESlCiSCa 2 + — ^4Jh#<£>M/E'fli 

E a : f^fc^£^inL£Bf<7)RANTE SKi&C a 2 +— iH4±#(7)iig^ 

mfomnt&m±, i c 5 0 « ? 4.i6^mt^o^ 0 
1 

£^f1-&t£2«J 1 0 0£££#£ o 

• 4-^nn-N- |4- [1- (3, 4 ->>^ h * ~>^> fc?^>J^>- 
4 - ^ > ^ vxr ^ K • mBM. 5. o g 
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SEQUENCE LISTING 



<110> 0N0 PHARMACEUTICAL CO., LTD. 
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#12 003-114172 : 95/E 



<120> Heterocycle containing nitrogen atom derivatives 
<130> AKJP-15 
<160> 2 

<170> Patentln Ver. 2. 1 
<210> 1 
<211> 37 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence rForword primer 

hCCR5Xbal 
<400> 1 

agctagtcta gatccgttcc cctacaagaa actctcc 37 
<210> 2 
<211> 37 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence :Revese primer 

hCCR5Xbal 
<400> 2 

agctagtcta gagtgcacaa ctctgactgg gtcacca 37 
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